VOLUME 61 


NUMBER 








ARCHIVES 


“HE: tee 


OF 


DERMATOLOGY AND SYPHILOLOGY 


EDITORIAL BOARD 


PAUL A. O’LEARY, Chief Editor 
102 Second Avenue S. W., Rochester, Minn. 


HERBERT RATTNER, Associate Editor, Chicago 
HAROLD N. COLE, Cleveland FRED D. WEIDMAN, Philadelphia 
H. E. MICHELSON, Minneapolis A. C. CIPOLLARO, New York 
J. LAMAR CALLAWAY, Durham, N. C. 


RICHARD J. PLUNKETT, M.D., Chicago, Managing Editor 


MAY 1950 


PUBLISHED MONTHLY BY AMERICAN MEDICAL ASSOCIATION, 535 NORTH 
DEARBORN STREET, CHICAGO 10, ILLINOIS. ANNUAL SUBSCRIPTION, $12.00 


Entered as Second Class Matter Oct. 30, 1917, at the Postoffice at Chicago, 
Under the Act of Congress of March 3, 1879 


Copyricut, 1950, By THE AMERICAN MEDICAL ASSOCIATION 





CONTENTS OF PREVIOUS NUMBER 


APRIL 1950. 


Mucocutaneous- 
Eleven Cases 

Harry M. 
R. McCrumb 


Comparative Analysis of the 
Ocular Syndromes: 
and Review of the 
Robinson Jr., M.D., 
Jr., M.D., Baltimore. 


Report of 
Literature. 
and Fred 


Training of a Dermatologist. C. Guy Lane, 


M.D., Boston. 

Acne: A Clinical Evaluation of 
Hormonal Therapy in Adolescent Girls with 
Acne. Stuart C. Way, M.D., San Francisco, 
and George C. Andrews, M.D., New York. 


Hormones and 


Complexion and 
A. Fletcher 


Relationships of Sunlight, 
Heredity to Skin Carcinogenesis. 
Hall, M.D., Santa Monica, Calif. 


” Test: Results of 


Completed 


Report on 
Tests Performed by 
Hygiene Laboratory. 
Lieutenant Colonel B. Dixon Holland, Colonel 
Wesley C. Cox and Lieutenant Colonel Ed- 
Dehne, Medical Corps, United States 


Prophetic’ Patch 
14,000 
the Army 


Some 


Industrial 


ward J. 
Army. 


Chronic Cutaneous Granulomas with Systemic 
Involvement: A Report of Two Cases with 
Bacteriologic Studies. Ashton L. Welsh, M.D., 


and William A. Altemeier, M.D., Cincinnati. 


Cell 


ive Cases in 


Epidermoid Carcinoma: Report of 
Patients Who Had Never Been 
Maurice J. Strauss, 


pindle 


Exposed to Roentgen Rays. 
M.D., New Haven, Conn. 


Dihydrostreptomycin in Topical Therapy. J. 
Lowry Miller, M.D.; Meyer H. Slatkin, M.D.; 
Harry L. Wechsler, M.D., Balbina A. 
Johnson, A.B., New York. 


and 


Acid in Treatment of Psoriasis. 


Goldberg, M.D., Plainfield, N. J. 


Undecylenic 


a. C. 


Diffuse Lepromatous Leprosy of Mexico (Spotted 
Leprosy of Lucio): An Obscure Early Descrip- 
Harry L. Arnold Jr., M.D., 


tion in English. 
Honolulu, Hawaii. 


NUMBER 4 
Clinical Notes: 
Paradoxic Effect of Antihistaminic Drug. A. 
G. Pratt, M.D., Camden, N. J. 

Hair As a Penetrating Foreign Body in the 
the Foot. Lieutenant 
Colonel Hartwin A. Schulze, Medical Corps, 
United States Army. 


Plantar Surface of 


Treatment 
Nettleship, 


Propionate-Caprylate Mixtures in 
of Dermatophytosis. Anderson 


M.D., Little Rock, Ark. 


Clinical Evaluation of Phenindamine (Thepho- 

rin®) Ointment for Relief of Itching: Pre- 

liminary Report. John F. Madden, M.D., 
St. Paul. 

Spiegler-Fendt Sarcoid: Report of a Case. 
Adolph Rostenberg, M.D., and William M. 
Siskind, M.D., Bronx, N. Y. 


Synthetic Coal Tar Solution. Thomas Butter- 
M.D., with the Technical Assistance 
of Thomas A. Manzelli, B.S., and Vance E. 
Brumbaugh, B.S., Reading, Pa. 
Table Cloth 
Otto B. 


worth, 


Cover 
Hitsch- 


Contact Dermatitis Due to 
of Vinyl Plastic Fabric. 
mann, M.D., Newark, N. J. 

Treatment of Dermatophytoses with Propionate- 
Caprylate Mixtures. W. C. Brewer, M.D., 


Greencastle, Pa. 


Correspondence: 


Cause of 
S. T. Anning, M.D., 
M.R.C.P., Leeds, England. 


Arteriosclerosis Obliterans as a 


Ulcers of the Leg. 


News and Comment. 

Society Transactions: 
Bronx Dermatological Society. 
Chicago Dermatological Society. 
Detroit Dermatological Society. 


Hawaii Dermatological Society. 











Archives of Dermatology and Syphilology 


VoLUME 61 MAY 1950 Nowsan 5 


CopyRIGHT, 1950, By THE AMERICAN MEDICAL ASSOCIATION 


VESICULAR DARIER’S DISEASE (SO-CALLED BENIGN 
FAMILIAL PEMPHIGUS) 


A Variant of Darier’s Disease 


FRANCIS A. ELLIS, M.D. 
BALTIMORE 


ELS AND GOODMAN ! in 1939 reported the case of a patient 

with Darier’s disease in whom vesicle formation was a prominent 
feature. They stated that “this report of a case of Darier’s disease 
was prompted by the unusual moisture and vesiculation, which were 
prominent features, and particularly by the confusion of the diagnosis 
with possible pemphigus vegetans.” One month later Hailey and 
Hailey * published an article under the title of “Familial Benign Chronic 
Pemphigus” in which 4 patients who had an apparently similar syndrome 
were described. Goodman * in a letter in 1939 wrote: 


The data presented by Drs. Hailey lead inescapably to the conclusion that they 
were dealing with Darier’s disease of the rare vesicular and bullous type described 
by Dr. Pels and me in the aforementioned article. All the features which they 
described for their cases should maintain this diagnosis: namely, chronicity, familial 
occurrence, benignancy, seborrheic distribution of the lesions and the histologic 
features of moderate acanthosis, with thickening and separation of the horny layer. 
The rete pegs were elongated, broadened and slightly branching with corresponding 
elongation and narrowing of the papillary bodies. There was suggestive slight 
hyperplasia of the basal cells and disruption of the acanthotic rete layer just 
above the basal layer of cells, with resultant fissuration and lacuna formation. 


Bukovsky * in 1905 described a typical case of keratosis follicularis 
in which there were vesicles as primary lesions. Bettmann® also found 
vesicles in a patient with keratosis follicularis and cited four other 


1. Pels, I. R., and Goodman, M. H.: Criteria for the Histologic Diagnosis of 
Keratosis Follicularis (Darier) : Report of a Case with Vesiculation, Arch. Dermat. 
& Syph. 39:438 (March) 1939. 

2. Hailey, H., and Hailey, H.: Familial Benign Chronic Pemphigus, Arch. 
Dermat. & Syph. 39:679 (April) 1939. 

3. Goodman, M. H.: Familial Benign Chronic Pemphigus, Correspondence, 
Arch. Dermat. & Syph. 40:272 (Aug.) 1939. 

4. Bukovsky, J.: Psorospermosis follicularis vegetans Darier, Arch. f. Dermat. 
u. Syph. 75:279, 1905. 

5. Bettmann: Ueber Umbauvorgange als Ausdruck spezifischer Reaktions- 
fahigkeit bei Hautkrankheiten (Die Reizbarkeit der Haut bei der Darierschen 
Krankheit), Arch. f. Dermat. u. Syph. 185:65, 1921. 
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investigators who reported blisters in patients who had Darier’s disease. 
Bettmann * stressed the congenital characteristics and the fact that the 
disease gets better and worse but is essentially unhealable. He found that 
mechanical irritation would tend to cause active lesions. Pels and 
Goodman ' quoted ten authors of textbooks of dermatology who stated 
that moisture or crusting is a common feature of Darier’s disease. They 
also listed five authors who described patients in whom vesicles were 
present as primary lesions at some time in this disease. 

At least five names have been given to the nonvesicular (dry) type 
of Darier’s disease and twenty to the vesicular (wet, bullous or crusted) 


TasL_e 1.—Terminology for Dry Darier’s Disease 








Psorospermose folliculaire végétante (Darier, J.: [July] i889) 
Keratosis follicularis 

Darier’s disease 

Keratosis (ichthyosis) follicularis (White, J. C.: [{June] 1889) 
Hyperkeratosis follicularis vegetans (Gans, 0.) 

Psorospermosis follicularis vegetans 





TABLE 2.—Terminology for Vesicular Darier’s Disease 








Keratosis follicularis (Darier) with vesiculation (Pels and Goodman? ) 

Familial benign chronic pemphigus (Hailey and Hailey 2 ) 

Recurrent herpetiform dermatitis repens (Ayres and Anderson “* ) 

Chronic familial pemphigoid dermatitis (Loveman, A. B. and Wise, F.: South M. J. 33:431 
[May] 1949) 

Herpetiform dermatitis repens 

Bullous Darier’s disease (Becker and Obermayer ?) 

Dyskeratosis bullosa hereditary (Becker and Obermayer * ) 

Familial benign pemphigus (Hailey and Hailey * ) 

Familial benign chronic bullous dermatosis (Franks, A. G. and Traub, E. F.: Arch. Dermat. 
& Syph. 43: 657 [April] 1941) 

Benign pemphigus (Hailey and Hailey) (Lynch 24* ) 

Dyskeratoid dermatosis (Frank and Rein § ) 

Familial bullous dyskeratosis (Boccanegra Lopez *¢ ) 

Chronic benign familial pemphigus (Fraser “4 ) 

Dyskeratosis bullosa (so-called benign familial pemphigus) (Becker 1 ) 

Bullous dyskeratosis Darier (Chargin ** ) 

Epidemolysis bullosa, A Variant (Sachs and associates **) 

Benign familial pemphigus (Lynch, F. W.: Arch. Dermat. & Syph. 56:134 [July] 1947) 

Haileys’ disease (Cremer, G., and Prackken, J. R.: Dermatologica 94: 207, 1947) 

Hailey and Hailey’s disease 

Vesicular Darier’s disease 





type of Darier’s disease (tables 1 and 2); therefore, until better terms 
are agreed on, I prefer to call the syndrome Darier’s disease and if nec- 
essary to separate the two variants to call them vesicular and non- 
vesicular Darier’s disease. The etiology is unknown, and the term 
keratosis follicularis is inaccurate, as the condition is not primarily 
a follicular keratosis.® 


6. Ellis, F. A.: Keratosis Follicularis Is Not Primarily a Follicular Disease, 
Arch. Dermat. & Syph. 50:27 (July) 1944. 
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In 1939 Hailey and Hailey * wrote: 


Five dermatohistopathologists and a group of dermatologists independently 
examined the sections. It is interesting that three histopathologists made a 
diagnosis of pemphigus. The group of dermatologists stated positively that the 
sections represented Darier’s disease. 


In 1940 Hailey and Hailey’ reported 13 cases in four generations in 
one family and 9 in four generations in another family. They concluded 
by stating, 

Our first report of this condition has been substantiated by the work herein 
reported. A number of authorities have observed similar cases and have agreed 


that we have identified another dermatologic entity, namely: familial benign 
pemphigus. 


In 1942 Frank and Rein® said that from the histologic view this 
dyskeratoid dermatotis is distinguished from keratosis follicularis. F. 
Weidman ® in 1942 stated that Darier’s disease is basically a follicular 
dyskeratosis and that therefore the vesicular type could not be the 
same disease. N. P. Anderson in 1942° gave five reasons why he 
considered the eruption to be not Darier’s disease, but an entirely 
independent disease. Sachs in discussing Scheer’s’® report in 1946 
said, ‘““Do not believe that the cells are the same in keratosis follicularis 
(Darier) as in the so-called bullous Darier’s disease. The cytologic 
picture is entirely different.” Sachs and associates in 1947 wrote 
that the so-called bullous Darier’s disease is not a dyskeratosis and 
cited seven reasons why this syndrome should not be considered to be 
Darier’s disease. In 1940, H. Montgomery, in discussing Becker and 
Obermayer’s '* case, stated that the histopathologic picture in some 
cases suggested pemphigus while in others it resembled Darier’s disease, 
and he remembered that corps ronds and Liicken characteristic of Darier’s 
disease were shown in Becker’s slide. He observed that the occurrence 
of both types of histologic changes in these cases, together with the 
clinical history and familial incidence, makes the condition distinct from 
either ordinary pemphigus or Darier’s disease. 


7. Hailey, H., and Hailey, H.: Familial Benign Chronic Pemphigus, South. 
M. J. 33:477 (May) 1940. 

8. Frank, S. B., and Rein, C. R.: Dyskeratoid Dermatosis, Arch. Dermat. 
& Syph. 45:129 (Jan.) 1942. 

9. In discussion on Frank and Rein.® 

10. Scheer, M.: Darier’s Disease, Arch. Dermat. & Syph. 54:367 (Sept.) 
1946. 

11. Sachs, W.; Hyman, A. B., and Gray, M. B.: Epidermolysis Bullosa: A 
Recently Described Variant, Arch. Dermat. & Syph. 55:91 (Jan.) 1947. 

12. Becker, S. W., and Obermayer, M. E.: Bullous Disease: Bullous Darier’s 
Disease (Pels and Goodman); Familial Benign Pemphigus (Hailey and Hailey) ; 
Herpetiform Dermatitis Repens (Ayers and Anderson), Arch. Dermat. & Syph. 
41:1170 (June) 1940. 
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In 1948 H. Montgomery ** in his notes on benign pemphigus of 
Hailey and Hailey stated that “there are several dermatologists who 
still believe that the condition is a form of Darier’s disease, with which 
view I am not in accord.” Popper ** in 1948 wrote that “although Pels 
and Goodman were probably the first to describe this condition, they 
regarded it only as a variant of Darier’s disease (keratosis follicularis).” 

On the other hand, in 1942, in discussing Frank’s and Rein’s paper, 
Goodman ® stated that he was convinced that this dermatosis represents 
a form of Darier’s disease with vesiculation or bullous formation. 
Ellis,’ in discussing the same paper, went on record that he considered 
this particular syndrome a variant of Darier’s disease. In 1946, Pinkus 
and Epstein’ stated that “although our section resembles Darier’s 
disease more closely than any other dermatosis, we do not believe 
that the two conditions should be identified, at least not with our 
present knowledge.” Reiss *° in 1947 concluded that the bullous type was 
a variety of Darier’s keratosis follicularis. Lever** in 1949 stated, 
“On histologic grounds, there is reason to speculate that chronic 
benign familial pemphigus represents a variant of bullous Darier’s 
disease.” 

Most of my dermatologic associates in Baltimore have not accepted 
the contention that the vesicular form is a different disease. The purpose 
of this report is to review the literature, the clinical histories of 
22 patients and histologic data on thirty-six biopsy specimens of 
nonvesicular and vesicular Darier’s disease and to attempt to determine 
whether this svndrome is a variant of Darier’s disease. 


ANALYSIS OF LITERATURE 


An analysis of the literature since Pels and Goodman’s report 
showed that clinically the dry form in 97 cases occurred in females in 
55 per cent of the cases; the average age at onset was 20 years, and 
the average duration, eleven years. In the series reported here there 
were 11 patients with the drier form; 6 (55 per cent) were females; 
the average age at onset was 32 years, and the average duration was 
twelve years. In the literature the moist type (29 cases) occurred in 
the female in 40 per cent of cases, first appeared at the average age of 30 


13. Montgomery, H.: Syllabus of Dermal Pathology, Washington, D. C., 
Registry Press, 1948, p. 46. 

14. Popper, M.: Recurrent Herpetiform Dermatitis Repens: Report of a Case, 
Arch. Dermat. & Syph. 58:398 (Oct.) 1948. 

15. Pinkus, H., and Epstein, S.: Familial Benign Chronic Pemphigus, Arch. 
Dermat. & Syph. 58:119 (Feb.) 1946. 

16. Reiss, F.: Generalized Bullous Dyskeratosis (Generalized Bullous Darier’s 
Disease), with Special Reference to the Histogenesis and Metabolic Changes, J. 
Invest. Dermat. 9:17 (July) 1947. 

17. Lever, W. F.: Personal communication to the author, 1949. 
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and had lasted fifteen years when the patient was presented. Of the 
11 patients in the present series who had the vesicular type 3 (27 per 
cent) were females; the average age at onset was 31 years, and the 
average duration was ten years. Although in the two series the vesicular 
form appeared often in males, the number of cases involved may be 
too few to be significant. 


RESPONSE TO THERAPY 
For the dry type of Darier’s disease there were found fourteen 
references !* in which favorable responses to treatment with vitamin A 
were reported, and for the moist type there were five favorable reports 


TABLE 3.—Responses to Treatment or Seasons 











Favorable Response Unfavorable Response 
—_———_-_-*_- ~“ c A ‘ 
Refer- No. of Refer- No. of 
ence Refer- No. of ence Refer- No. of 
Agent No. ences Cases No. ences Cases 
Nonvesicular Darier’s Disease 
WeeME Doe cco cteugainncetseccuansennyunes 18 14 23 82 6 11 
tt HIER > wb ncn ns ckccccnantuanneuee 20 8 10 30 4 5 
Spontaneous remission or exacerbation.. 22 3 3 <4 os aye 
MEUM cance daucs cetvcuutdceonecéssescuces 34, 36, 9 14 26, 35 t bs 
37, 39 * 
Vesicular Darier’s Disease 
WE OD oo ceuwhuscakducdendsneewaenemens 19 5 15 33 4 3 
Ty SUN ocx in eecnckissccdanccecscne 21 4 5 31 4 7 
Spontaneous remission or exacerbation.. 23 3 9 AE we : 
WH kvesccncenarncitsevesasds Senesecens 38, 19e, 4 5 
24a * 
IED Sintec sccccunsguouavcaneaweeasus 24 3 3 





* Improved in winter or made worse by summer, heat or light. 
+ Made worse in winter or improved by summer, heat or light. 


18. (a2) Abramowitz, E. W.: Darier’s Disease, Arch. Dermat. & Syph. 
45:976 (May) 1942. (b) Anderson, N. P.: Keratosis Follicularis in Mother and 
Daughter, ibid. 58:162 (Feb.) 1946. (c) Barwasser, N. C.: Keratosis Follicularis 
(Darier’s Disease), ibid. 48:1087 (June) 1941; (d) Keratosis Follicularis (Darier) 
Treated with Vitamin A, ibid. 44:961 (Nov.) 1941. (e) Carleton, A., and Steven, 
D.: Keratosis Follicularis, ibid. 48:143 (Aug.) 1943. (f) Chargin, L., in discus- 
sion on Fruchtbaum,;L. M.: Keratosis Follicularis (Darier), ibid. 44:1171 (Dec.) 
1941. (g) Haynes, H. A., Jr.: Keratosis Follicularis, ibid. 47:421 (March) 
1943. (h) Michelson, H. E.: Keratosis Follicularis, ibid. 46:179 (July) 1942; 
(t) Keratosis Follicularis (Darier’s Disease), ibid. 45:628 (March) 1942. (7) 
Peck, S. M.; Chargin, L., and Sobotka, H.: Vitamin A Studies in Cases of 
Keratosis Follicularis (Darier’s Disease), ibid. 43:223 (Feb.) 1941. (k) Peck, 
S. M.: Keratosis Follicularis (Darier’s Disease) Treated with Vitamin A, 
ibid. 45:833 (April) 1942. (J) Porter, A. D.; Godding, E. W., and Brunauer, 
S. R.: Vitamin A in Darier’s Disease, ibid. 56:306 (Sept.) 1947. (m) Welton, 
D. G.: Keratosis Follicularis with Unusual Involvement of the Scalp, ibid. 47:398 
(March) 1943. (mn) Harris, R. H., and White, C. J.: Keratosis Follicularis 
with Changes in the Skin, Mucous Membrane and Nails, ibid. 59:346 (March) 
1949, 
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on the administration of vitamin A.'° Favorable responses to roent- 
gen rays were reported in the dry type by eight *° and in the vesicular 
type by four.*? Three authors ** reported spontaneous improvement 
in the dry type, and three,** in the moist type; 2 patients with the 
moist type were aided by sulfathiazole,?* and 1, by sulfapyridine.** 

Favorable responses were also reported in the dry form to sodium 
iodide,**> carbon dioxide,?°* pneumonia *** (twice in the same patient), 
carbon arc light *° and sunshine ** and in the vesicular type to arsenic,”* 
snake venom,2® vitamin K,?7* liver,?“* vitamins A and D,!% ascorbic 
acid (vitamin C),'* iodine,?® silver nitrate,?? methylrosaniline chloride 
(gentian violet),°° staphylococcus toxoid *® and _penicillin.*° 


19. (a) Becker, S. W.: Dyskeratosis Bullosa (So-Called Benign Familial 
Pemphigus), Arch. Dermat. & Syph. 48:217 (Aug.) 1943. (b) Frank and Rein.§ 
(c) Pinkus and Epstein.15 (d) Rein, C. R.: Familial Benign Pemphigus (Hailey 
& Hailey), Arch. Dermat. & Syph. 44:963 (Nov.) 1941. 

20. (a) Cannon, A. B.: Keratosis Follicularis (Darier), Arch. Dermat. & 
Syph. 44:767 (Oct.) 1941. (b) Charache, H.: Darier’s Disease with Malignant 
Transformation, ibid. 35:480 (March) 1937. (c) Hall, A. F., Jr.: Keratosis 
Follicularis (Darier), ibid. 39:359 (Feb.) 1939. (d) Kerr, J. C., and Phillips, 
H. T.: Keratosis Follicularis (Darier’s Disease), ibid. 41:949 (May) 1940. 
(e) Montgomery, O. F.: Keratosis Follicularis, ibid. 38:498 (Sept.) 1938. (f) 
Rein.19¢ (g) Frank and Rein. (h) Harris and White.18" 

21. (a) Ayres, S., and Anderson, N. P.: Recurrent Herpetiform Dermatitis 
Repens, Arch. Dermat. & Syph. 40:402 (Sept.) 1939. (b) Rein.19¢ (c) Frank 
and Rein. (d) Fraser, J. F.: Chronic Benign Familial Pemphigus, Arch. 
Dermat. & Syph. 46:326 (Aug.) 1942. 

22. (a) Anderson, C. R.: Keratosis Follicularis (Darier) with Remission and 
Exacerbation, Arch. Dermat. & Syph. 42:492 (Sept.) 1940. (b) Ayres, S., Jr., 
and Anderson, N. P.: Darier’s Disease, ibid. 42:362 (Aug.) 1940. (c) Lapowski, 
B., and Walzer, A.: Darier’s Disease, ibid. 35:1003 (May) 1937. 

23.(a) Ayres and Anderson.218 (b) Frank and Rein.8 (c) Rein.194 

24. (a) Lynch, F. A.: Benign Pemphigus (Hailey and Hailey) Treated with 
Sulfathiazole, Arch. Dermat. & Syph. 43:736 (April) 1941. (b) Oppenheim, M.: 
A Case for Diagnosis, ibid. 51:154 (Feb.) 1945. (c) Pinkus and Epstein.15 

25. Campbell, H. S.: Keratosis Follicularis (Darier’s Disease) in Mother and 
Child, Arch. Dermat. & Syph. 36:1107 (Nov.) 1937. 

26. Cannon, B. A.: A Case for Diagnosis (Keratosis Follicularis?), Arch. 
Dermat. & Syph. 44:99 (July) 1941. 

27. (a) Hopkins, J. G.: Familial Benign Chronic Pemphigus, Arch. Dermat. 
& Syph. 51:69 (Jan.) 1945. (b) Miller and Rees.19¢ 

28. (a) Cannon.26 (b) Hopkins.27@ (c) Miller and Rees.1%° (d) Boccanegra 
Lopez, E. N.: Familial Bullous Dyskeratosis (Familial Benign Chronic Pemphi- 
gus [Hailey & Hailey]), Arch. Dermat. & Syph. 45:1030 (May) 1942. 

29. Carpenter, C. C.: Treatment of Familial Benign Chronic Pemphigus: 
Rapid Improvement with Penicillin Therapy, Arch. Dermat. & Syph. 58:80, 1948. 
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Reports of unfavorable responses were as follows: four *° to roentgen 
rays in the dry type and four ** in the wet type; six * to vitamin A 
in the dry type and four ** in the wet form. Greenbaum **f stated that 
the administration of 3,000,000 units for one month to a patient with 
the drier form did not heal the lesions, and Fraser **” reported that 
200,000 units daily in the vesicular form did not prevent relapse. 
Although the dry type was reported by five writers ** as improving 
in the winter, Senear *° stated that the condition of most patients with 
the dry form of Darier’s disease is worse in the winter. Three ** 
reported unfavorable response in summer and two* said that the 
condition was made worse by sunlight. For the wet type three ** 
reported patients whose condition was worse in the summer and one '** 
described a patient whose lesions improved in the winter. One gains 
the impression from the literature and from the case histories that 
patients with either form tend to have improvement during the winter. 
Unfavorable responses were also reported for the dry form to treatment 
with gold #®4 and heat ** and for the wet form to treatment with ultra- 
violet radiation,?** vitamin A and D ® and acetarsone.** 


30. (a) Barwasser.18 (b) Bechet, P. E.: Darier’s Disease, Associated with 
Possible Diabetes Mellitus, Arch. Dermat. & Syph. 35:1204 (June) 1937. (c) 
Breakstone, R.: Darier’s Disease, ibid. 35:365 (Feb.) 1937. (d) Charache.2°> 

31. (a) Chargin, L.: A Case for Diagnosis (Artefact: So-Called Initial Lesions 
of Pemphigus; Bullous Dyskeratosis Darier’s), Arch. Dermat. & Syph. 51:421 
(June) 1945. (b) Lynch.24@ (c) Miller and Rees.19° (d) Montgomery, R. M.: 
Familial Benign Chronic Pemphigus, Arch. Dermat. & Syph. 50:53 (July) 1944. 

32. (a) Carleton and Steven.18* (b) Epstein, N., and Keddie, F.: Keratosis 
Follicularis, Arch. Dermat. & Syph. 47:143 (Jan.) 1943. (e) Leitner, Z. A., and 
Moore, T.: Vitamin A in Darier’s Disease, Brit. J. Dermat. 60:41 (Feb.) 1948. 
(d) Peck, Chargin and Sobotka.18i (e) Porter, Godding and Brunauer.18! (f) 
Greenbaum, S., in discussion on Swartz, J. H.: Darier’s Disease (Keratosis 
Follicularis), Arch. Dermat. & Syph. 45:417 (Feb.) 1942. 

33. (a) Frank and Rein.® (b) Fraser.214 (c) Montgomery.314 (d) Reiss.16 

34. (a) Cornbleet, R., and Stubenrauch, C. H.: Keratosis Follicularis, Arch. 
Dermat. & Syph. 50:61 (July) 1944. (b) Michelson, H. E.: Keratosis Follicularis 
(Darier), ibid. 35:969 (May) 1937. (c) Miller and Rees.19e (d) Preissmann, 
M.: De I’action provocatrice de la lumiére dans la maladie de Darier: Etude 
histologique des efflorescences provoquées experimentalement en peau saine par 
les rayons ultra-violets, Ann. de dermat. et syph. 6:188 (April) 1946. (e) Senear, 
F. E.: Darier’s Disease, Arch. Dermat. & Syph. 37:705 (April) 1938. 

35. Senear, F. E., in discussion on Michelson, H. E.: Keratosis Follicularis 
(Darier’s Disease), Arch. Dermat. & Syph. 35:969 (May) 1937. 

36. (a) Bernstein, E. T.: Keratosis Follicularis (Darier’s Disease), Arch. 
Dermat. & Syph. 43:603 (March) 1941. (b) Porter, Godding and Brunauer.18! 
(c) Preissmann.344 

37. (a) Garmer, V. C.: Early Keratosis Follicularis (Darier’s Disease), Arch. 
Dermat. & Syph. 48:603 (March) 1941. (b) Preissmann.344 
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TaBLe 4.—Summary of Clinical Data on Eleven Cases of the Dry Type of 
Darier’s Disease 








Incidence 
Case in Duration, 
Number Sex Age Family Years Results 
1 M 10 ? a Chest and back 
2 M 45 ? 35 Head, neck and hands 
3 M 22 ? 15 Face, neck, chest (anterior and 


posterior parts), upper extrem- 

ities and mouth; roentgen irra- 

diation of no value 

4 M 22 ? % Scalp, face, neck, trunk, extrem- 
ities; soles and palms nega- 
tive; mucous membranes free 

24 No 16 Sealp, free; axillas, groin, um- 
bilicus worse in summer; 
vitamin A and roentgen ray 
therapy helpful; response to 
sulfonamides 

6 F 56 No 4 Chest; desiccated; no recurrence 

after four years 
7 F 25 No 16 Borders of scalp, neck, chest, 
shoulders and axillas 

s F 20 No Zz Forehead, neck, arms and back; 
administration of vitamin A, 
90,000 units, for several months, 
ineffective 

42 ? 15 Axillas, neck and chest 

23 No % Chest, face (hair border) and 
back 


oO 
oa 


hy by 


ll M 60 No 25 Back, groin and neck; mucous 
membranes negative; clearing 
in summer 


Totals 6F ue None 





TABLE 5.—Summary of Clinical Data on Eleven Cases of the Vesicular 
Type of Darier’s Disease 








Incidence 
in Duration, 
Case Number Sex Age Family Years Remarks 

We Lisi abiecenssas M 59 ? 45 Face, scalp, arms, trunk, neck, back 
and abdomen 

Wa iaesisivateisauete'ss M 35 Yes 22 Generalized; Pels and Goodman’s 
case 2 

We Bivianciceserss M 22 Yes 2 Neck; spontaneous improvement; 
mother has disease; roentgen irra- 
diation ineffective 

Wrchiceniesiocansing M 34 Yes 10 Neck; one of the brothers reported 
by Hailey and Hailey ? 

Waar cesice sessee F 51 No % Neck; appeared in summer; spontane- 
ous healing 

We Giscwisbvcsesinse rr 38 No 12 Neck; spontaneous clearing; disease 
occurs in attacks; Nikolsky sign 
not present 

We Givi vrnesasincn F 54 Yes 10 Neck, axillas, inguinal region; mother 
of patient in case V-3 

We Biss sasstveanes M 54 Yes 25 Neck, axillas, groin, thighs; case re- 
ported 

V- D...cececeeee . M 60 No 13 Neck, upper part of chest; made 
worse by friction 

V-10...sceccncetee M 26 Yes? 10 Worse in summer or tropics; well 
in winter; vitamin A or ascorbic 
acid therapy ineffective; improved 
by ultraviolet and roentgen irradia- 
tion 

Woks saeeses M 23 Yes 6 Neck, shoulders; worse in winter; 
roentgen irradiation ineffective 

Totals, 6.0.55 3F be 6 Yes ee 
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REPORT OF CASES 

Case 5 (dry type).—E. J. M., a white girl aged 13, was first seen by me 
in September 1938. She gave a history of a recurrent eruption on the back 
of the neck of six years’ duration, which she claimed had disappeared during the 
summer and recurred in the winter. At the time the eruption was confined to 
the back of the neck and axillas with slight involvement under the breasts. The 
lesions consisted of discrete dry, scaly papules that later became confluent, weeping 
and crusted. The first biopsy specimen from the axilla was not diagnostic, but the 
second biopsy specimen from the neck showed a typical picture of Darier’s disease. 
During the next eleven years the patient was followed, and it was found eventually 
that her condition became worse in the summer, at which time there was much 
weeping and crusting. The eruption spread to involve scalp, pubic area, groin, 














a: 
a 





Fig. 1 (case 5; dry type).—The striking feature is a nonfollicular keratotic 
(4+) plug which extends 200 microns below the average surface of the rete 
(1+ keratosis is equivalent to 100 microns wide). Under this plug there is 
an irregular zone of dyskeratotic cells and deeper in some areas fairly normal 
rete cells under which there is a characteristic lacunar space whose base is lined 
by a single row of basal cells. The dermis shows a moderate number of dilated 
capillaries and a moderate amount of infiltrate consisting of small and large mono- 
nuclear cells; & 120. 


vulva and umbilical regions. In 1944 the eruption responded well to sulfathiazole, 
in doses of 1 Gm. given three times daily. Administration of this drug was 
continued for several years but was stopped because the patient acquired anemia. 
She took 50,000 to 100,000 units of vitamin A a day with indifferent results. In 
1948 she was advised to take 100 mg. of ascorbic acid a day. The results again 
were not definite. 

The biopsy (fig. 1) showed a moderate hyperkeratosis with a few dilated 
small hair follicles. An unusual feature was several hyperkeratotic plugs about 
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one third the size of a low power field. These extended to the midepidermis and 
contained loose keratin and the remains of pyknotic nuclei. Under this and to the 
side there were the typical corps ronds and a layer of normal-appearing rete 
cells over the lacuna. There was the usual lacuna lined by a single row of basal 
cells. The lesions were not follicular. There was only a slight amount. of 
infiltrate in the cutis. The impression that these lesions are follicular may arise 
because the keratotic plugs are mistaken for hair follicles. 


Comment on Case 5.—Clinically this patient’s eruption started on 
the neck and in the axillas. At first the patient thought the eruption 
became worse in the winter, but after a period of years it was found 
that the lesions were definitely worse in the summer. Later there was 
a severe involvement of the scalp and the intertriginous regions. 
Although in this case there was a typical dry form of Darier’s disease 
when the eruption was at its height, there was much crusting and 
weeping. Histologically, although the first section was not diagnostic 
the second biopsy specimens showed a typical picture of the dry type 
of Darier’s disease, with a tendency in some areas for the rete cells 
to remain intact over the lacunas. 

Case V-5 (vesicular)—A white woman aged 51 was first seen in May 1941, 
complaining of an eruption confined to the back of the neck of four months’ 
duration. The eruption started as a lesion several centimeters in diameter and 
rapidly enlarged, with involution in the center and an active vesicular border. 
The first impression was that it represented fungous infection, but scrapings were 
negative. The original lesion healed spontaneously, and another appeared on the 
left side of the neck. 

Histologically the section (fig. 2) showed large areas of crusting and the upper 
part of the epidermis was denuded. In other areas there were intraepidermal spaces 
or lacunas the bases of which showed a fair amount of proliferation of the basal 
layer which extended down the sides to the deepest part of the hair follicle; 
otherwise the follicle was unaltered. In the rete layer, near the affected areas 
there were no typical corps ronds, but many of the rete cells showed pyknotic 
nuclei surrounded by a clear zone of cytoplasm. 


Comment on Case I’-5.—Although this patient had an early stage 
of a clinically typical vesicular Darier’s disease, nevertheless, the biopsy 
specimen showed fairly deep papillary proliferation of the basal cells, 
accompanied by lacunas (“villi”). This process extended down to 
the bottom of one hair follicle. Although there were no frank or well 
developed corps ronds or grains, there were many in the early stages 
(pre-corps ronds?). 

Case V-8 (vesicular)—T. W., a white man aged 54, was first seen in May 
1943, with an eruption which had first appeared in the groin in 1920. The 
patient thought that his mother had a similar eruption and was certain that an 
older sister had the same disease. His two children and three grandchildren had 
no disease of the skin. Four years after the onset of the eruption in the groin, 
lesions appeared on the neck. Since that time the involved areas persisted except 
during short transient periods of remission. He had noticed that after he had 
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worn a stiff collar the eruption recurred or was accentuated. There was no 
predictable seasonal variation. Later the axillas and sides of the abdomen became 
involved and the eruption spread from the groin posteriorly to the scrotum and 
perianal area and laterally to the thighs. 

On the left side of the neck there was a well defined plaque about 6 cm. in 
diameter of an erythematous, scaly eruption which had within its border several 
areas of vesiculation, each approximately 1 cm. wide. In both groins, extending 
slightly onto the thighs and scrotum, there was an erythematous, macerated, well 
defined, weeping dermatitis. In some areas there were small islands of white 
epidermis about the hair follicles. The mucous membranes were normal. The 
right side of the neck, which was apparently normal, was stroked lightly, and 
twenty-two hours later biopsy specimens were obtained from this area and from 





"Simo P 














Fig. 2 (case V-5; vesicular).—The epidermis shows slight hyperkeratosis with 
approximately 100 microns (1+) wide keratotic follicular plugs. The rete at 
the lower part of the follicle is rather acanthotic, where there is a fair amount of 
“villi” formation lined by the usual single row of basal cells. Above the lacunas 
in the rete cells are some atypical corps ronds. In the dermis there are some 
dilated blood vessels and a fair amount of infiltrate consisting of small mononu- 
clear cells, a few polymorphonuclear leukocytes and endothelioid cells. This slide 
illustrates a deeper lacunar follicular involvement in the wet type. On the right 
there is seen part of a vesicular lesion; x 120. 


the groin. Later a control biopsy specimen was removed from the normal skin 
on the arm. 

Sixty thousand units of vitamin A daily was prescribed, but after several 
months new lesions continued to appear in axillas and on the abdomen. The 
patient was given 60r of roentgen rays each week for twelve weeks. Some of 
the lesions responded rapidly, but the lesions in the groin improved moderately 
and then remained stationary. 
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The patient was not seen between August 1943 and May 1944, and during 
the interval the eruption had remained quiescent. This remission may have been 
spontaneous or due to the weather or the daily ingestion of 50 mg. of ascorbic acid 
(vitamin C), but the eruption reappeared as the weather became warmer. The 
patient was given 100,000 units of vitamin-A per day and small doses of roentgen 
rays. 

When the patient was seen in May 1945 he had a few active lesions on the 
upper part of his shoulders. He stated that he could keep the eruption under 
control by taking 100,000 units of vitamin A a day for a few weeks. The eruption 
was not worse during the summer of 1944» In May 1946 he wrote that there was 
an occasional recurrence in the left groin and the neck. He was able to keep this 

















Fig. 3 (case V-8; vesicular).—On the upper left one sees a fairly large folli- 
cular plug. On the upper right there is a fairly wide zone of “grains.” Below 
this is an intact layer of rete containing many dyskeratotic cells including typical 
corps ronds. Below this there is an irregular lacunar space in which there are 
some discrete rounded rete cells which show no evidence of intracellular edema. 
A little deeper the space becomes more irregular in shape. Under this there is an 
occasional elongated dermal peg covered by a single row of basal cells. It is 
to be noted that the lacuna stops high on the side of the follicle (neck). This slide 
from the wet type shows a follicular plug, grains, corps ronds, lacunar spaces 
and papular proliferation of the basal layer. There is no intracellular edema in 
the rete cells; x 240 


under control by taking 2 to 3 capsules of 50,000 units of vitamin A a day and 
by the local use of benzoic and salicylic acid (Whitfield’s) ointment. 

Histologic Observations—The biopsy specimen from the neck was removed 
twenty-two hours after the area was stroked. The section for the most part had 
a normal epidermis, but in a few small areas the epidermis was replaced by a 
serous crust containing much nuclear debris. Between these two extremes there 
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were varying grades of intercellular edema in the epidermis, with early lacuna 
formation. No corps ronds or grains were present. In the upper part of the 
cutis there was moderate perivascular infiltration consisting of small mononuclear 
leukocytes and plasma cells. 

The section (fig. 3) from the biopsy specimen from the groin showed a 
moderate hyperkeratosis with diffuse parakeratosis. Few small areas of crusting 
were observed. The interpapillary pegs were elongated, and about half of them 
branched or fused with adjoining pegs. There were variously sized intraepidermal 
vesicles. The larger vesicles frequently filled most of the rete space, but the basal 
layer was always intact and a single row of basal cells usually formed the base 
of the vesicle. There was some exocytosis in the rete layer. Some corps ronds 
and grains were seen, but also a moderate number of discrete cells were 
observed which contained pyknotic nuclei surrounded by eosinophilic halos of cyto- 
plasm. These (pre-corps-ronds) rete cells tend to lose their prickles, and to 


TABLE 6.—Histologic Picture in Cases of the Dry Type of Darier’s Disease 








Follic- Nonfol- 
ular licular 


Case Kera- Kera- Corps lnfiltra 
Number Crusting tosis tosis Grains Ronds Top Lacunas Serum Follicular ‘“Villi” tion 
No 1+ 2+ Yes Yes Yes Yes No Peri- Yes 1 
follicular 
Ri divensssees Yes 2+ No Yes Yes Yes Yes Yes Yes Yes 2 
Se saneresexs Yes 1+ 3+ Yes Yes Yes Yes No Peri- Yes ] 
follicular 
Be accnekesc> No 1+ 1+ Yes Yes Yes Yes No No No ] 
Rivscasecsasae No 1+ 2+ No Yes Yes Yes No No Yes 1 
Paravarcevies Yes 1+ 3+ Yes Yes No Yes Yes No Yes 2 
Detaasensegse No No 2+ Yes Yes Yes Yes No No Yes 1 
cet eree No No 2+ Yes Yes No Yes No No No 1 
ee oevaccess: No No 2+ No Yes Yes Yes No No No ] 
ei sissies No 1+ 2+ Yes Yes No Yes Yes Peri- No 1 
follicular 
} eye mere No 3+ 4+ Yes Yes No Yes No No No 1 
Totals......... 3 8 10 9 ll 7 11 3 + 6 Aver- 
age,1 











become rounded and detached from the other rete cells. There was no intra- 
cellular edema. Although many hair follicles were present, the changes in the 
epidermis seldom involved the follicles. In some sections there were areas in 
which the epidermal alterations extended up to the neck of the hair follicles but 
the deeper parts of the hair follicles were not implicated. In the subepidermal 
part of the cutis there were a few plasma cells, epithelioid cells and polymorphonu- 
clear neutrophils. The elastic tissue changes in the two specimens from affected 
areas did not differ from those in the normal control areas except for the fact 
that the infiltration in the areas with pathologic change had destroyed or altered 
the elastic tissue. 


Comment on Case V-8.—This patient had the vesicular type of 
Darier’s disease of the disseminated type, with lesions mostly in the 
intertriginous areas. He was followed long enough for me to see the 
definite relation of improvements during the cold weather. Histo- 
logically there was a 1 plus follicular keratosis, the lacunas tended to 
extend down along the sides of the upper part of follicle and the rete 
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layer over the spaces had shown corps ronds and grains. They were 
not as numerous as usually can be demonstrated in the drier form of 
Darier’s disease. 

Case V-2.—The Chinese man with vesicular Darier’s disease whose case was 
reported by Pels and Goodman! in 1939 was recently interviewed. He stated 
definitely that the lesions improved or the eruption disappeared during the winter. 
The eruption was also helped by the ingestion of large doses of vitamin A. 


Comment on Case |’-2.—This patient had seven biopsy specimens 
in which were portrayed different phases of the histologic picture of 
Darier’s disease. In one biopsy specimen there were areas showing 3 
plus keratosis which were nonfollicular. In these areas the lacunas were 
usually covered by an intact rete layer but the rete cells showed definite 


TABLE 7.—Histologic Changes in Cases of Vesicular Darier’s Disease 








Non- 
Follie- _follie- 
ular ular Infil- 
Case Kera- Kera- Corps Pollic- tra- 
No. Crusting tosis tosis Grains Ronds Top lLacunas Serum ular “Villi’ tion 
V-1 Yes 1+ No Yes Yes Yes Yes Yes Neck Yes 1-4 
V-2 Yes 1+ 3+ Yes Yes Yes Yes Yes Perifol- Yes 2 
licular 
V-3 No No No No Yes Yes Yes Yes No Yes 1 
vV-4 No No No No Yes Yes Yes Yes Perifol- Yes 1 
licular 
vV-5 Yes No No Yes Yes Yes Yes Yes Yes Yes 2 
V-6 No No No No No Yes Yes Yes Perifol- Yes 2 
licular 
V-7 No No 1+ No Yes Yes Yes Yes Yes Yes 1 
V-8 Yes 1+ i+ Yes Yes Yes Yes Yes Yes Yes 1 
vV-9 Yes No 1+ No Yes Yes Yes Yes No Yes 2 
V-10 Yes No No No Yes Yes Yes Yes No Yes 2 
V-11 Yes No No No Yes Yes Yes Yes No Yes 1 
— — —- —- —- a cae —- — —  Aver- 
Totals 7 3 





4 4 10 11 1l 11 a ll age, 2 





evidence of hyperkeratosis with corps ronds and more superficially 
keratosis and grains as seen in the drier type of Darier’s disease. 


RECAPITULATION OF THE HISTOLOGIC OBSERVATIONS 
IN THE TWO FORMS OF DARIER’S DISEASE 

The changes in the dermis are similar in the two types except 
that in the vesicular form there were frequently areas of crusting on 
the surface with evidence of secondary infections and in the underlying 
dermis there was a corresponding more intense zone of subacute infiltrate 
in the upper part of the cutis consisting of mostly small mononuclear and 
a few polymorphonuclear leukocytes. The elastic tissue stains did not 
show any noticeable destruction of the elastic tissue in either form of 
the disease except in the areas of infiltration. 

In both, the base of the lacunas tended to consist of a single row 
of basal cells, but in the vesicular type one would often see intercellular 








ELLIS—BENIGN FAMILIAL PEMPHIGUS 729 


vesicles or spaces that were very irregular in shape. This observation 
was not made as frequently in the drier form. In neither type did the 
rete cells show intracellular edema in spite of the more prominent 
intercellular edema in the vesicular form. In both variants of the disease, 
because of the proliferation of the basal layer accompanied with the 
lacunas, there were frequently “villi” composed of dermis and lined by 
a single row of basal cells. Darier, in his original description, described 
this condition as a papillomatous proliferation (végétations papillaires) 
of the basal layer. Preissmann **¢ also stressed multiple basal cell digi- 
tation. In Beerman’s *° case of hypertrophic Darier’s disease this papillo- 
matous proliferation was a striking observation. The histologic dif- 
ferentiation from nevus syringocystadenomatosus papilliferus depends 
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Fig. 4 (case 4; dry type).—On the right there is a moderately wide (2 +) 
follicular plug, but otherwise the follicle is essentially normal. To the left there 
are lacunas lined by a single row of basal cells and covered by an intact top 
composed of normal and dyskeratotic rete cells. In the upper portion of the 
cutis there is a slight (1 +) amount of infiltration. This slide illustrates a 
follicular keratosis without dyskeratosis and an intact top of rete cells over the 
lacuna; X 120. 


principally on the type of cells and the number of layers of cells lining 
the floor of the lacunas. This “villi” formation was found in all the 
specimens from the 11 patients with the wet type and in 6 of those 
from the 11 with the drier type. 
Sachs and associates,!! in their excellent article on the vesicular 
variant, stated “lacunas are covered by an intact rete composed of 
40. Beerman, H.: Hypertrophic Darier’s Disease and Nevus Syringocystade- 


nomatosus Papilliferus: Histopathologic Study, Arch. Dermat. & Syph. 60:500 
(Oct.) 1949, 
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rather normal epithelial cells.” In all cases of the vesicular form the 
biopsy specimens showed lacunas which had a top composed of several 
layers of fairly normal epithelial cells of the prickle cell type. In the 
drier type a well formed top of rete cells was seen in 7 cases (figs. 1, 
4 and 5), but in this region one usually saw evidence of dyskeratosis 
with the presence of corps ronds and grains and, higher, more grains 
and oval or irregularly shaped keratin bodies. 

It is to be noted that the lacunas may occur in other diseases, notably 
in ichthyosiform erythroderma (Beerman *'), senile keratosis and arti- 
ficial blisters and occasionally in keratotic nevi and pemphigus. 

There are essentially three ways in which Darier’s disease may affect 


the follicular organ of the skin. It may cause a hyperkeratosis of the 














Fig. 5 (case 7; dry type).—The slide shows (1 + to 2 +) hyperkeratosis 
with 200 to 400 microns wide keratotic plugs dipping into the epidermis. Part 
of the smaller plug is separated from the lacuna by five or six rows of dyskera- 
totic cells, but to the right and to the left of this plug the lacuna is covered by 
a fairly normal rete layer, which is approximately 100 to 200 microns thick. There 
is some serum in the lacunas, and their bases are formed by a single row of 
basal cells. This slide illustrates nonfollicular keratosis, the intact “top” of 
normal rete cells over the lacuna and the presence of serum in the so-called usual 
or dry type of Darier’s disease. The dermis shows a dilatation of capillaries 
surrounded by infiltrate consisting mostly of small mononuclear cells and a few 
polymorphonuclear neutrophils and eosinophilic leukocytes; x 120. 


follicular orifice, but this alteration was rarely seen in this series of 
ordinary Darier’s disease and was less well developed in the other form. 
In both diseases the lacunas (fissures) tend to extend up to the neck 
or slightly down the side of the follicle. The follicle itself seems to act 


41. Beerman, H.: Histology Report on Livingood, C. S.: Case of Congenital 
Icthyosiform Erythroderma, Atlantic Conference, Philadelphia, March 19, 1949. 





























Fig. 6 (case V-5; vesicular) —The hair follicle shows slight (1+) kera- 
tosis. On the left side of the follicle a lacuna extends part of the way down the 
side (perifollicular). Further to the left the lacuna shows early papillomatous 
proliferation of the basal layer (“villi”). In the lacuna there are some serum 
and a few exudative cells, and above the vesicle the rete cells show early dyskera- 
totic changes, but the top of the lacuna is intact. There is a moderate (2 +) 
infiltrate of mononuclear leukocytes and polymorphonuclear neutrophils; x 120. 




















Fig. 7 (case 10; dry type).—This slide shows 2 to 3 + loose hyperkeratosis, 
part of which is follicular, but there are three nonfollicular plugs. Below the 
hyperkeratosis there is a wide zone containing many types of dyskeratotic cells, 
and below this there are irregularly shaped lacunas containing a small amount of 
serum. The bases of the lacunas are only partly composed of a single layer of 
basal-like cells. There are some dyskeratotic cells in the side of the hair follicle, 
but these and the lacunas do not extend below the general level of the basal layer. 
In the dermis there are some dilated capillaries and a mild perivascular infiltrate. 
This slide illustrates the lack of intact top of rete cells over the lacunas, but there 
is still some serum present in the lacunar space; x 120. 


731 








732. ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


as an area of resistance or anchor. In our series this change was 
observed in four biopsy specimens of the drier form and in seven of the 
vesicular type (fig. 6). 

The third form of involvement is one in which the lacuna-like process 
extends down along side of the follicle to the papilla and disrupts the 
rete cells that form the follicle itself. This was seen once in each variant 
of the disease. 

Corps ronds and grains were characteristically found in the typical 
areas in the drier type, and in the vesicular type corps ronds were found 
in biopsy specimens from 10 patients (fig. 3) but they were not usually 
as numerous or as well developed as in the drier variant. 

















Fig. 8 (case V-9; vesicular)—The surface is covered by a loose layer of 
parakeratosis containing some grains and disintegrating polymorphonuclear neutro- 
phils. Below this there is a narrow, fairly intact rete, which contains a few 
dyskeratotic cells, and deeper there is a narrow lacunar space containing serum, 
small mononuclear cells, polymorphonuclear neutrophils and still deeper a zone 
of rete cells about six cells wide which shows some edema. Below this there is a 
lacunar space containing serum, exudative cells and early dyskeratotic cells. The 
base of the space is lined by the usual row of basal cells which show a fair amount 
of acanthosis forming rather typical “villi.” In the dermis there is a fairly dense 
(2 +) infiltrate consisting of many small mononuclear and polymorphonuclear 
leukocytes; x 120. 


HEREDITY IN DARIER’S DISEASE 
Sachs and associates *! pointed out that Cockayne found in Darier’s 
disease that ‘‘a striking feature is the small number of cases occurring 


in the family groups, the two with the greatest number containing 7 
and 6 respectively.” They also wrote that as many as 27 cases of the 
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Hailey and Hailey disease in three generations of a family have been 
recorded by Becker and Obermayer.'* This evidence is striking in view 
of the long recognition of Darier’s disease in contrast with that of Hailey 
and Hailey, which was first described in 1939. In the drier form 
Hitch, Callaway and Moseley *? observed 14 cases in one family. Accord- 
ing to the literature, in the drier form 19 patients gave a positive heredi- 
tary history, 11 gave a negative history and in 75 this feature was 
not mentioned, while in the vesicular type there was a positive heredi- 
tary history in 16, a negative one in 2 and no mention in 11 cases. 
In our series, in none of 11 cases of the drier type was there a definite 
hereditary history and in 5 the history either was not obtained or was 
not definite. On the other hand, in cases of the vesicular type 6 persons 
gave a positive hereditary history, 3 definitely denied such a history 
and for 2 this factor was questionable. 

In summary, the drier form occurs about equally in both sexes 
(55 per cent in the females), while the vesicular type may occur 
more frequently in the male (27 per cent [in the present series|) to 
40 per cent [literature] in females) but Becker and Obermayer found 
the ratio of 15 female to 12 male patients (55 per cent female patients) 
in a family of 78 in which there were 27 patients with the vesicular 
Darier’s disease. The average age at which the disease appears first 1s 
about the same (young adulthood) in both forms, but the condition 
may appear for the first time in childhood or in middle age. A hereditary 
history has been elicited more frequently in the vesicular form. 


SUMMARY OF THE CLINICAL FINDINGS 


30th conditions may respond temporarily to administration of 
vitamin A, to roentgen ray therapy and occasionally to other modes of 
therapy, but they later recur and are essentially chronic. Both tend 
to improve in the winter, but this trend may not be apparent early in 
the course of the disease. Both forms are essentially generalized diseases, 
but the vesicular form more often involves the neck and intertriginous 
regions, such as the axillas and groin, and the surrounding area of the 
latter locations. In the drier form the lesions are usually more 
generalized, with predilection for the head, torso and extremities. The 
vesicular form has not been reported as occurring on the mucous mem- 
branes or on the palms. Some investigators ® have stressed the fact 
that keratosis follicularis is a disease of the hair follicle, but there are 
no follicles on the palms and mucous membranes which may be affected 
in the drier type of Darier’s disease. 

In 11 cases of the vesicular type, the presence of serum in the lacunas 
was a constant observation, but some serum and crusting were seen in 








42. Hitch, J. M.; Callaway, J. L., and Moseley, V.: Familial Darier’s Disease 
(Keratosis Follicularis), South. M. J. 34:578 (June) 1941. 
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TaBLe 8—Sites of Predilection of Darier’s Disease, Vesicular and Dry Types, 
as Determined (From the Literature and the Twenty-Two Cases in 
This Report) 








Vesicular 
Dry Type Type 
(116 Cases), (45 Cases), 
Per Cent Per Cent 





41 12 
55 15 
22 0 
61 89 
45 23 
38 18 
17 6 
10 6 
15 53 
24 41 
33 12 
39 12 
22 6 
18 0 
3 0 
16. MUCOUS MEMDFANES....0:....cccccvcceccccscccccccecces 4 0 





TABLE 9.—Summary of Sites of Predilection for Vesicular and Dry Types of 
Darier’s Disease 











Dry Type, Vesicular Type, 
116 Cases 45 Cases 
a 
No. Per Cent No. Per Cent 
PG occ cnw taba ve sanusaeoieliiamnceunsts 70 60 8 18 
Ri sc cies bie cisinis Ge re wa DRUD eS Orie eTeees 71 61 40 89 
WIRE sciva dkecen's ve tate vewaatiieenaesels 75 60 18 40 
OI cn. cb se sa swiswsine Swsineenes 64 60 10 22 
Intertriginous......... si acaba oka ahaclacaratiales 30 28 29 60 
MUCOUS MEMDTANE......-.cccccccsccccces 4 4 0 0 





TaBLe 10.—Summary of the Histologic Observations in the Twenty-Two 
Cases Presented 
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about 27 per cent (3 cases) of the drier type. The proliferation of the 
basal layer with accompanying lacunas (“villi”) was found oftener 
(in 100 per cent) in the vesicular form than in the drier (in 55 per 
cent), but this observation may depend more on the type of lesion from 
which specimens were taken for biopsy. The lacunas, of course, were 
prominent features in both forms, but in the vesicular type they were 
more likely to be covered by an intact layer of epithelium composed 
of rete cells while an intact top of epithelium over the lacunas was 
found in seven specimens from the drier form. Corps ronds and 
grains were practically universally found to some extent in all slides 
from the drier type, but in the vesicular form there was also a tendency 
to the formation of corps ronds, although they were less typical and 
less numerous. In 10 cases of the vesicular form there were fairly 
well developed corps ronds. Some follicular keratosis occurred in 8 
of the drier cases and in 3 of the vesicular cases. Some nonfollicular 
keratosis was seen in ten of the specimens from the drier form and 
in four from the more crusted type. The lacunas involved the follicle 
in 4 cases of the drier form and in 7 of the vesicular type, but the 
manner in which the follicles was affected was similar in both forms. 
Evidence of infection as portrayed by the infiltrate in the dermis 
occurred to some extent in both forms but was about twice as dense 
in the vesicular type as in the drier type. In 1 case of the vesicular form 
the infiltration was very dense and tuberculoid in type. 


COMMENTS ON DARIER’S DISEASE 


Although in the 22 cases from which biopsy specimens were taken the 
well recognized form of Darier’s disease usually could be differentiated 
from the vesicular type of Darier’s disease on clinical and histologic 
grounds, there were so many similarities that I concluded after detailed 
studies that the two disorders were variants of the same disease. Clini- 
cally the usual form is drier and appears more on the head and body, 
while the vesicular form occurs oftener on the neck and in the inter- 
triginous areas. Both variants tended to respond to various types of 
therapy and to improve in the winter but to relapse and become chronic. 
Each form is recognized as an inherited disease. There is some evidence 
that the vesicular form has a higher hereditary incidence than the 
nonvesicular type, but this difference may be more apparent than real. 

Histologically both are characterized by lacunas with papillary digi- 
tations due to proliferation of the basal layer. The bases of the lacunas 
are lined by single layers of basal cells which allow the escape of 
serum. Since the lacunas in the vesicular form usually have an intact 
top, the spaces tend to contain more serum, while in the dry form the 
lacunas are frequently covered with dyskeratotic cells, corps ronds, 
grains and a distorted keratin layer which does not hold the serum. 
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When the serum evaporates and mixes with the altered keratin it forms 
dry crusts. Apparently secondary infection is more prominent in the 
vesicular type and the infiltration in the cutis is denser than in the 
drier form. 

The manner in which the lacunas involve the hair follicle is similar 
in both forms. It usually approaches the neck of the hair follicle and 
then stops or extends slightly down the sides. Only occasionally did 
lacunas extend down to the base of the hair follicle, and very seldom 
did they disrupt the rete cells in the follicle itself. In either type 
hyperkeratosis is as likely to be nonfollicular as follicular. 

One does not give vesicular pityriasis rosea a different name or place 
it in a different category from the nonvesicular form in spite of the fact 
that the presence of vesiculation in pityriasis rosea causes the disease 
to look and respond differently. The same is essentially true of bullous 
lichen planus and lichen sclerosis et atrophicus associated with bullae ; 
therefore, vesicular Darier’s disease, even though the histologic picture 
is more complex, should not be called a different entity simply because 
it shows some variations in the clinical and histologic picture from 
the drier type. 

The author does not wish to convey the idea that there are two 
different distinct syndromes but that the disease may take a drier or 
a more vesicular form. Gradations may occur in different patients, in 
the course of the disease in individual patients and in various sites on 
the same patient. 

CONCLUSION 

After a study of the literature, the clinical histories and biopsy speci- 
mens from 22 cases of Darier’s disease, it is concluded that the variations 
may depend on the rapidity with which the epidermal cells go through 
their period of evolution (abnormal development) and on the degree 
to which the dyskeratotic changes occur in rete cells and not on a basic 
etiologic difference in the two forms. Some crusting is a clinical feature 
in well developed cases of both variants. One could usually tell the 
difference between the two on histologic grounds if enough biopsy 
specimens were examined, but in sections from the vesicular type one 
could frequently find any of the pathologic changes that could be demon- 
strated in the drier form. 

The disease is not primarily a follicular keratosis, and until more 
is known of the etiology and histogenesis, the term Darier’s disease is 
preferred. 

Darier’s disease is apparently an inherited abnormality in the 
cutaneous epithelium. 

If one wishes to differentiate the variations, it is suggested that the 
two variants be called vesicular and nonvesicular Darier’s disease. 


8 East Madison Street (2). 








CHRONIC BENIGN FAMILIAL PEMPHIGUS, A PROBABLE 
VESICULAR VARIANT OF KERATOSIS FOLLICULARIS 


CLARK W. FINNERUD, M.D. 
AND 


FREDERICK J. SZYMANSKI, M.D. 
CHICAGO 


HE PROBLEM concerning the exact nosologic position of chronic 

familial benign pemphigus has been a matter of conjecture and a 
subject for lively debate ever since this malady was originally described 
in 1939 by Hailey and Hailey.’ Its similarity, clinically or histolog- 
ically, to pemphigus, Darier’s disease, dermatitis repens, epidermolysis 
bullosa and dermatitis herpetiformis has brought forth a large number 
of case reports and articles concerning its probable correct classification. 
As yet this problem is unsolved. Some believe that it is a distinct 
entity in itself. We believe that so-called chronic familial benign pem- 
phigus is a vesicular variant of Darier’s disease. 

Hailey and Hailey described 4 cases which resembled impetigo. 
The history of recurrences of the bullae, the familial tendency and the 
confusing histologic picture which resembled both pemphigus and 
keratosis follicularis were considered as pointing to a benign form of 
pemphigus. Finally, they concluded that the disease which bears their 
names as an eponym is in itself a new and undescribed condition and 
in no way related either to Darier’s disease or to pemphigus. 

Ayres and Anderson,? in their report of 5 cases studied during 
seventeen years of observation, suggested the name “recurrent herpeti- 
form dermatitis repens” because of the resemblance of their cases both 
to dermatitis repens and to herpes simplex. Obviously, their cases are 
exact replicas of the ones described by Hailey and Hailey. A bullous 
type of Darier’s disease was described by Pels and Goodman.’ Clin- 


Read at the Sixty-Ninth Annual Meeting of the American Dermatological 
Association, Inc., at Hot Springs, Va., May 26, 1949. 

1. Hailey, H., and Hailey, H.: Familial Benign Chronic Pemphigus, Arch. 
Dermat. & Syph. 39:679 (April) 1939. 

2. Ayres, S., Jr., and Anderson, N. P.: Recurrent Herpetiform Dermatitis 
Repens, Arch. Dermat. & Syph. 40:402 (Sept.) 1939. 

3. Pels, I. R., and Goodman, M. H.: Criteria for the Histologic Diagnosis of 
Keratosis Follicularis (Darier): Report of a Case with Vesiculation, Arch. 
Dermat. & Syph. 39:438 (March) 1939. 
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ically, their case resembled neither chronic familial benign pemphigus 
nor keratosis follicularis, but the histologic sections were suggestive of 
the latter. 

Pinkus and Epstein * demanded four histologic features for the diag- 
nosis of Darier’s disease: hyperkeratosis, dyskeratosis, acantholysis and 











Fig. 1—Clinical photographs, actual size, of characteristic lesions of chronic 
familial benign pemphigus of the neck, clavicular, scapular and axillary regions, 
some showing vesicle and bulla formation and others existing as crusting ery- 
thematous plaques. 


epithelioma-like basal cell proliferation. The case they reported con- 
tained all the clinical features characteristic of the condition known as 


4. Pinkus, H., and Epstein, S.: Familial Benign Chronic Pemphigus: Report 
of a Case, Arch. Dermat. & Syph. 53:119 (Feb.) 1946. 
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Hailey and Hailey disease. Histologically, only two of the aforemen- 
tioned features claimed as diagnostic criteria for keratosis follicularis by 
Pinkus and Epstein were noted in sections taken by them from appar- 
ently typical patches of chronic familial benign pemphigus as we know 























Fig. 2.—Clinical photographs of lesions of keratosis follicularis of gluteal fold 
extending onto perineum and medial portion of buttocks, the lesions existing as 
discrete and confluent, slightly brownish, greasy small papules. 


it clinically. It is our contention that the four points mentioned by 
these authors are not absolutely diagnostic only of Darier’s disease, as 
we have seen histologic sections of chronic familial benign pemphigus 
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which contained the aforementioned four features. In addition, we have 
viewed many sections from classic cases of keratosis follicularis that did 
not conform in all respects to the four points considered essential by 
Pinkus and Epstein. 

Sachs and associates ° expressed the belief that the epidermis above 
the lacunas in Darier’s disease contains only dyskeratotic cells, whereas 
normal epidermal cells are seen above the acantholytic zone in chronic 




















Fig. 3—Low power magnification of section from one of typical lesions of 
chronic familial benign pemphigus. Hykerkeratosis, lacunas, corps ronds, grains 
and epithelioma-like basal cell proliferation may be observed. This specimen, 
though from a patch of Hailey and Hailey disease, contains all the histologic 
characteristics of Darier’s disease. 


familial benign pemphigus. Sachs also claimed that Hailey and Hailey 
disease is a variant of epidermolysis bullosa, his contention being based 
on clinical and histologic features that to us are not very obvious. 





5. Sachs, W.; Hyman, A. B., and Gray, M. B.: Epidermolysis Bullosa: A 
Recently Described Variant, Arch. Dermat. & Syph. 55:91 (Jan.) 1947. 














IFINNERUD-SZYMANSKI—BENIGN FAMILIAL PEMPHIGUS 741 


REPORT OF A CASE 

W. M. M., a 40 year old white man, was first seen by us on March 23, 1948. 
He complained of a recurring eruption of eight years’ duration, appearing on the 
posterior surface of his neck and shoulders, with occasional lesions elsewhere on 
the upper portion of the trunk, the axillas and the upper extremities. The primary 
lesion was described as a small blister which soon attained the size and appearance 
of a bulla. The bulla ruptured, leaving an eroded, erythematous, circular surface 
which soon became crusted, especially at the periphery. A given lesion usually 
ran its course in three to four weeks. This eruption had always been worse in the 
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Fig. 4—High power magnification of section from one of the typical chronic 
familial benign pemphigus lesions on the upper portion of the back, showing a 
“corps rond.” 


summer. There was no definite family history of a similar eruption. Nikolsky’s sign 
Was not present, but vigorous scratching or heavy stroking with a pointed instru- 
ment on the neck or shoulders usually precipitated a bullous lesion which would go 
through the changes previously mentioned. 

In addition to the lesions described, the patient exhibited many small papules 
that were covered by a flat, greasy, keratotic crust. They appeared grossly to be 
similar to the lesions of keratosis follicularis. Most of such lesions were in the 
gluteal cleft and extended onto the medial portions of the buttocks and the 
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Fig. 5.—Low power magnification of a section taken from one of the greasy, 
keratotic papules in the anal area, showing hyperkeratosis, a keratotic plug dipping 
down into the epidermis, acantholysis, corps ronds and grains. 

















Fig. 6—Photomicrograph (low magnification) of a papule from the intergluteal 
region, showing pronounced hyperkeratosis, dyskeratosis, acanthosis and acantholysis. 
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perineum. The epidermis in the anal area was slightly soggy, thickened and 
fissured, but for the most part the papules here also remained discrete and retained 
their characteristic appearance. On the upper portion of the back, in the region 
of the scapulas, a few discrete brownish keratotic papules were also present. Some 
of the papules had coalesced into larger brownish warty plaques upward of 1 cm. 
in diameter. However, the back lesions were sparse and widely separated. On the 
dorsal surface of both hands were several discrete, flat verrucous papules which 
resembled verrucae planae lesions, such as are known to occur in Darier’s disease. 




















Fig. 7—Higher magnification of a portion of figure 6, showing dyskeratosis, 
acantholysis, corps ronds and grains. 


The determination of vitamin A in the blood showed 83.2 international units 
per hundred cubic centimeters (normal, 30 to 100 international units). 


Histologic sections from a crusted lesion of the posterior surface of the right 
shoulder revealed a crust containing numerous polymorphonuclear leukocytes and 
lymphocytes. The epidermis was acanthotic in a few areas, showing downgrowths 
of basal cells similar to those in basal cell epithelioma. Across almost the entire 
width of our specimens the epidermis was split by an irregular lacuna, which 
showed small pyknotic nuclei and swollen dyskeratotic epidermal cells having the 
typical appearance of the “corps ronds” of keratosis follicularis. In the upper part 
of the corium there were many dilated blood vessels surrounded by a heavy round 
























DERMATOLOGY AND SYPHILOLOGY 





744 ARCHIVES OF 





cell infiltrate. This lesion showed the four criteria necessary for the diagnosis 
of keratosis follicularis, as demanded by Pinkus and Epstein (acantholysis, dyskera- 
tosis, hyperkatosis and epithelioma-like basal cell proliferation). 

A microscopic section of one ofthe keratotic papules in the anal area revealed 

4 hyperkeratcsis with a plug of cornified material dipping down into the epidermis. 
In the stratum mucosum lacunas were seen containing many dyskeratotic epidermal 
cells, only a few “corps ronds’ and an occasional “grain.” The cells of the 
malpighian layer of the epidermis were quite normal above the acantholytic zone, 
this observation possibly disproving Sach’s contention that only dyskeratotic cells 
are seen above the lacunas in Darier’s disease. 

Examination of a section from one of the flat keratotic lesions on the dorsa 
of the hands revealed hyperkeratosis, acanthosis, papillomatosis and thickening of the 
granular layer. The changes in this section conformed more to the picture of 
the hard nevus of Unna. Therefore, we cannot classify the lesions on the hands as 
those of keratosis follicularis, but clinically they resembled those of this disease. 





SUMMARY AND CONCLUSIONS 





Similarity of the histopathologic pictures of chronic familial benign 
pemphigus (Hailey and Hailey disease) and keratosis follicularis 
(Darier’s disease) have been recognized previously by a number of 
observers. Probably in no previous instance have such typical clinical 
manifestations of both diseases been noted in 1 person as were seen in 
the patient whose case is reported here. 














Because of the evidence presented, clinical and microscopic, of these 
rare disorders both occurring in this patient, we believe the explanation 
to be on the grounds of relation rather than coincidence, chronic familial 
benign pemphigus being a vesicular variant of keratosis follicularis. 







Careful repeated observations of the known cases of chronic familial 
benign pemphigus may disclose an occasional papule which clinically and 
microscopically can be considered or proved to be one of keratosis 







follicularis. 






55 East Washington Street. 













ABSTRACT OF DISCUSSION OF PAPERS BY 
FINNERUD AND SZYMANSKI 


Dr. Marcus R. Caro, Chicago: The two papers just read set out to prove 
that Darier’s disease and chronic familial benign pemphigus, two dermatoses which 
have been regarded by many as distinct clinical entities, are in effect morphologic 
variants of the same disease process. Dr. Ellis has performed a painstaking task 
in studying 11 cases of each disease with careful histologic examination of each 
case. Drs. Finnerud and Szymanski also have made an important contribution 
to this subject by demonstrating in 1 patient two distinct types of lesions, seemingly 
representing both diseases in question. Their case is open to one of three possible 
interpretations. It may indicate that this new dermatosis is a vesicular variant 
of Darier’s disease, as they contend; it may be an example of chronic familial 
benign pemphigus with some atypical papular lesions, or, finally, it may be a rare 
coincidence of two unusual dermatoses being present in the same patient. 


ELLIS AND BY 
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Have the presenters proved their contention? To establish beyond question such 
an identity of Darier’s disease and chronic familial benign pemphigus, one should 
be able to demonstrate the same causative agent for both. Unfortunately, nothing 
is known about the origin of either disease. In the absence of the only incontro- 
vertible proof, one should demonstrate that the bulk of all other possible evidence, 
including the morphologic appearance of the eruption, the histologic features, the 
natural course of the disease and the response to treatment, favors such a union. 

The lesions of chronic familial benign pemphigus are primarily vesicular or 
bullous before impetiginous crusts are developed; they occur in comparatively small 
circumscribed patches, and they favor the neck, axillas and perineum, all areas 
that are subject to trauma. Ordinarily one does not see the confluent papules, the 
greasy scaling, the vegetating masses or the involvement of large areas including 
the face and scalp that are seen in Darier’s disease. I have not seen a single case 
of this dermatosis in which the diagnosis of Darier’s disease was even suggested 
by the gross appearance of the lesions. 

While the histologic features of the two dermatoses are similar, they are not 
identical, and differentiation between the two is possible. The lacunas and fissures 
in chronic familial benign pemphigus are very extensive laterally; they continue 
downward into rete pegs whose borders are intact, and they are produced by edema. 
The cells above the lacunas are large, rounded and well stained, and they exhibit 
no real dyskeratosis. There are no horny plugs and no corps ronds such as are 
seen in Darier’s disease. 

In chronic familial benign pemphigus there are recurrent self-limited attacks, 
each lasting from a few weeks to several months, the lesions appearing suddenly 
and then rapidly becoming fully developed. The eruption does not have the slow 
onset followed by the gradual yet relentless progressive course that characterizes 
Darier’s disease. 

As for the response to treatment, cases of chronic familial benign pemphigus 
have responded, for a while at least, to treatment with roentgen radiation, sulfa- 
pyridine, sulfathiazole by mouth or locally and to large doses of vitamin A. So 
many other dermatoses are improved by these measures, however, that a therapeutic 
test can have no value in helping to delineate this disease. 

Since chronic familial benign pemphigus was first called to our attention about 
ten years ago, each of us has seen a number of representative cases. In my experi- 
ence there has never been any doubt about the final diagnosis in a single case. The 
unique combination of features demonstrable in these cases is sufficiently unlike 
the picture for any other dermatosis to make it easily recognized. Chronic familial 
benign pemphigus, therefore, deserves to be allowed to keep its own identity. 
Marrying it to another disease of unknown origin can serve only to complicate 
the unsolved mysteries of both. These remarks apply not only to its relation to 
Darier’s disease but equally so to attempts to link it to epidermolysis bullosa, 
dermatitis herpetiformis, pemphigus and dermatitis repens. In emphasizing minute 
similarities in certain features of these diseases, one is likely to lose sight of the 
far reaching differences that should keep them apart. 

As for the name to be used for this disease, we should for practical purposes 
bow to usage. In our part of the country the designation of “chronic familial 
benign pemphigus” or “Hailey and Hailey’s disease” calls to mind at once the type 
of case being discussed. Until such a time as a proved etiologic label can be applied 
to this disease, much confusion can be eliminated from discussions and from the 
literature by the dropping of all other designations. 

Dr. Frep D. WermpmAN, Philadelphia: Dr. Caro’s discussion was beautifully 
clearcut, and devastating, in my opinion, to the thesis of Drs. Ellis and Finnerud. 
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I was associated in a small way with the Haileys when they first made their 
contribution and was among those who believed that the condition was a clinical 
entity. On the face of it, Drs. Ellis and Finnerud have made a strong case. I 
want to call attention, however, to the fact that it is dangerous indeed to come to 
a decision on the basis of the histologic picture alone. There are numerous diseases 
which are on occasion similar histologically—for example, mycosis fungoides and 
atopic dermatitis. It is not at all uncommon to meet here and there a picture in one 
which will conform to the other. Tuberculosis and syphilis are also in point. What 
counts is (1) the consistency with which this or that picture appears in the case 
and (2) whether the picture on which judgment is to be based is that of the lesion 
at the full stage of its development. Somewhere along the line, an atypical picture 
is bound to crop out in almost any disease, but such exceptions must not be seized 
on in forming a thesis for etiology and pathogenesis. 

If 11 cases of Hailey’s syndrome with the typical full-fledged symptoms and 11 
cases of Darier’s disease with the typical full-fledged symptoms were submitted 
to a committee, I am sure that that committee would not have any difficulty in 
diagnosing one from the other. As Jadassohn has stated, tissues do not have any 
regular, set manner of reacting to a certain irritant. As a result, tissues can and 
do react in the same way to one noxa as to another noxa. Tissues are not unerr- 
ingly discriminating as to tissue noxae. 

After all is said and done, Darier’s is fundamentally a keratinizing disease. 
Hailey and Hailey’s disease is fundamentally an edematous type of disease. In the 
former occasionally there may creep in a certain factor of edema, and in the Hailey 
and Hailey syndrome there may be an element of dyskeratosis, but that observation 
does not upset the general concept that the fundamental process in Darier’s disease 
is keratinizing and that in the Hailey and Hailey syndrome, edematous. 

At the last meeting of the Atlantic Dermatological Conference, 3 patients with 
Hailey and Hailey’s syndrome were exhibited elbow to elbow. Those present will 
remember that in all 3 the lesions were confined to the neck—a most significant 
circumstance by contrast with the situation for Darier’s disease. All cases were 
of the typical bullous type. I understood Dr. Finnerud to say that his patient had 
lesions around the buttocks. They tended to disappear, unlike those seen in Darier’s 
disease. 

The way is still open for one to understand that there could be cases of the 
Hailey syndrome which can proceed to a terminal keratinizing state. What I 
am still waiting for is the report of a case which began as a typical Hailey and 
Hailey syndrome that eventually developed into a full-fledged, typical case of 
Darier’s disease. Then I may believe. 

Dr. Francis A. Ettis, Baltimore: Drs. Pels and Goodman’s publication 
preceded Drs. Hailey’s by one month. In Pels and Goodman’s case there still are 
lesions from time to time. It is well demonstrated that there can be both follicular 
and nonfollicular hyperkeratosis in both variants. The statement that dyskeratosis 
does not occur in the Hailey and Hailey syndrome is wrong. A perfectly typical 
case showed both corps ronds and grains and follicular type of involvement. 

As to response to therapy with vitamin A, it only helps both varieties but does 
not cure either. 

I consider Dr. Finnerud’s case clinically to have shown both types of lesions 
(dry and vesicular). His biopsy specimen from the shoulders showed more the 
vesicular type of histopathologic picture, but the one from the anal area had a 
large nonfollicular keratotic plug, corps ronds and other dyskeratotic cells typical 
of the more commonly recognized dry form. 
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Dr. Howarp Hartey, Atlanta, Ga.: In discussing Drs. Ellis and Finnerud’s 
papers, I wish to present a few slides and an outline of the differential diagnosis 
of familial benign chronic pemphigus and Darier’s disease. I hope my colleagues 
will use the first-mentioned title as just stated, which was originally used ten years 
ago to give a practical name to a new entity. 


Darier’s Disease 
Usually occurs in early child- 
hood or infancy 


Er 


Familial Benign Chronic 
Pemphigus 
Usually occurs in young adult- 
hood 


2. Lesions develop slowly 2. Lesions develop rapidly 

3. Lesions never disappear per- 3. Lesions disappear entirely, leav- 
manently and progress until ing no macroscopic changes 
frequently the entire body is except temporary pigmentation 
covered 4. Recurrence is characteristic 

4. Recurrence of lesions not pos- 5 Frequent attacks, but attacks 
sible because they are irrever- are milder and less frequent as 
sible years go by 

5. Only one attack—permanently 4 Conjunctiva and cornea may be 
ores SSEe lly grows attacked and has been reported ; 
worse as patient ages palms and soles, rarely, if ever, 

6. Conjunctiva and cornea not attacked 
attacked; palms and soles usu- 7. [ncidence in family tree much 
ally attacked more frequent 

7. Incidence in family tree limited — g. Histopathologic picture—intra- 

8. Histopathologic picture marked epithelial cysts and basal cell 


by hyperkeratosis; corps ronds 
bodies and “grains” present 


layer attached to the derma 
characteristic ; corps ronds bodies 





and grains never present 


Dr. Ellis stated that Drs. Pels and Goodman’s report was published one month 
ahead of our paper. However, Drs. Pels and Goodman’s report was on a subject 
other than familial benign chronic pemphigus. 

Dr. Ellis spoke of a dry and “wet” type of Darier’s disease. I have never seen 
a “wet” type of Darier’s disease. Seborrheic dermatitis, as well as dermatitis 
vegetans, is sometimes present as a coincident disorder. These last-mentioned 
conditions, when present, could confuse the histopathologic picture in either of the 
diseases. I thought one of the slides shown by Dr. Finnerud also showed seborrheic 
dermatitis. 

As to treatment, we do not have any which is of proved value at the present time. 
One of my previously reported patients has been free of lesions for three years, 
and his daughter has been free from lesions for two years. A grandson has had 
continuous lesions for two years and now exhibits a mild dermatitis vegetans in 
the groins, but the neck shows lesions the same as those observed two years ago. 

Recently 5 patients of one family have been taking aureomycin. Immediate 
results are striking, but a long period of freedom from lesions will be necessary for 
evaluation of the benefit of the drug in familial benign chronic pemphigus. 

Dr. Francis A. Extis, Baltimore: The so-called benign familial pemphigus 
is not a new entity. Why add more names to the literature than are necessary 
to describe a variant to any well recognized dermatologic entity? I should like 
to bring up the following points about Darier’s disease in answer to Dr. Hailey. 
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1. The average age at onset in Darier’s disease is about 20 years in the drier 
type and about 32 years in the vesicular form. Fifteen patients with cases of the 
drier type who were under the age of 10 years have been reported since 1939 (the 
average age of these persons was about 5 years). One case of the vesicular type 
was reported as starting in an infant at the age of 10 months. 

2. In the drier form lesions may apparently develop more slowly, but they can 
be brought out rapidly by the sun and hot weather (42m. de dermat. et syph. 
6:188 [April] 1946). 

3. In many cases the lesions disappear spontaneously or after therapy in the 
drier form without leaving any gross or even microscopic changes in the skin. 
In relatively few cases do the lesions become generalized or cover the entire body. 
More cases of the vesicular type are being reported in patients with generalized 
lesions. 

4. The lesions are not irreversible, because they may involute completely, 
although one cannot be certain that there are not some microscopic or functional 
residual changes in the epidermis in both forms when the disease is quiescent. 

5. The drier type frequently has a tendency to become more generalized and to 
be severer, but some of the drier cases are not progressive. 

6. In the dry type palms were affected in 18 per cent of the patients and the 
soles in 3 per cent, and in the wet form no cases have been reported iin which the 
palms and soles were involved. In the drier form 4 per cent had lesions of 
the mucous membrane. The ocular lesions reported in 1 case of so-called benign 
familial pemphigus was not proved to be due to this disease. 

7. The apparent increase in familial incidence in the vesicular type may be only 
apparent, as in Becker’s case in which there was a history of intermarriage among 
French Canadians. Hitch and associates reported 14 patients with the drier form in 
one family. 

8. In the vesicular type there are no epidermal cysts, but lacunas. Corps ronds, 
grains and areas of hyperkeratosis, follicular and nonfollicular, have been frequently 
seen and reported in the vesicular type. 

Drs. Pels and Goodman’s case belongs in the same category as do those reported 
by Hailey and Hailey. 

In all cases in the usual form of Darier’s disease where the eruption is severe, 
clinical evidence of weeping (vesiculation) can be seen. Physiologically a single 
row of basal cells cannot retain or prevent the exudation of the serum from the 
cutis. Although there is little doubt that seborrheic dermatitis and so-called 
dermatitis vegetans can occur with Darier’s disease, these are not part of this 
disease. As far as treatment is concerned, reference may be made to the charts in my 






paper showing responses to treatment for the two variants. 





It would be interesting to speculate that if aureomycin will clear up the vesicular 
type, it also will be helpful in the drier type, but I doubt that permanent results 
due to this drug will occur in either form. 






Dr. CLarK W. FINNERUD, Chicago: I am very appreciative of these excellent 
discussions. I want to say, as I have already said, that my mind is completely 
open on the subject. I thought Dr. Caro’s opinions were most logical, and I agree 
with all his statements. I agree that the histopathologic changes do not settle all 
the questions but are just another one of our aids. There are more frank dyskera- 
totic changes in the dry type than in the moist type. Just as lichen planus is usually 
largely a keratinizing process, in rare instances it may be largely an edematous one. 
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It is logical to assume that the same can be true of keratosis follicularis. I differ 
with Dr. Hailey. There are corps ronds in our sections of Hailey and Hailey’s 
disease. I should also like him to know that there is no seborrheic dermatitis in 
our patient, even on his scalp. The trunk lesions which he interpreted as such are 
lentigenes. In my patient there is no definite family history of either of these dis- 
orders. I think Dr. Weidman misunderstood me. The crotch lesions in our case have 
never disappeared and in spite of treatment have never varied appreciably. I did 
not have time to mention that our patient did present the hard nevus of Unna on 
the dorsa of the hands. Our experience with vitamin A therapy in Darier’s disease 
has been wholly disappointing. We were able to rule out verrucae clinically and 
histologically in the hundreds of papular lesions of the intergluteal region and 
vicinity. 











EHLERS-DANLOS SYNDROME ASSOCIATED WITH THE 
TETRALOGY OF FALLOT 


ELLIOT A. WALLACH, M.D. 


AND 
EDWARD F. BURKHART, M.D. 
ST. LOUIS 


HE EHLERS-DANLOS syndrome, first evaluated by Danlos in 

1908 and consisting of (1) hyperelasticity of the skin, (2) hyper- 
flexibility of the joints, (3) fragility of the skin and blood vessels and 
(4) pseudotumors following trauma, is considered to be a congenital 
defect. As cases have been reported other congenital defects, such as 
lipomatosis (Tobias '), lymphangiectatic tumors (Cohn *) and fibromas 
(Navarro Martin *), have been noted in association with the syndrome. 
Search of the literature failed to reveal any cases reported that were 
associated with the tetralogy of Fallot. 


REPORT OF A _ CASE 


R. W., a 26 year old white woman, was admitted to the medical service of the 
St. Louis City Hospital in March 1949, complaining of bleeding of the gums. 

Since the age of 2 years the patient has been known as a person with congenital 
cardiac disease, and since 1940 she has had repeated admissions to the St. Louis 
City hospital for bleeding tendencies and cardiac symptoms. Her history revealed 
scarlet fever, diphtheria and measles in childhood. The mother and father were 
both living and well, and there was no family history of carcinoma, tuberculosis, 
diabetes or syphilis. The mother while pregnant with this patient had had 
toxemia during the third trimester. The mother on examination was also seen 
to have hyperelasticity of the skin and hyperflexibility of the joints. 

Physical examination revealed a poorly developed and malnourished white 
woman. Examination of the heart presented physical findings compatible with the 
diagnosis of tetralogy of Fallot, consisting of pronounced cardiac hypertrophy to 
the right with moderate enlargement to the left, deep cyanosis of the lips and 
finger nail beds, pronounced degree of clubbing of the fingers (see figs. 1 and 2), 


From the Department of Dermatology and Syphilology, St. Mary’s Group of 
Hospitals, St. Louis University School of Medicine, Garold V. Stryker, M.D., 
Director. 

1. Tobias, N.: Danlos Syndrome Associated with Congenital Lipomatosis, 
Arch. Dermat. & Syph. 30:541 (Oct.) 1934. 

2. Cohn, P.: Demonstration eines Patienten mit Gummihaut (cutis laxa) 
und eigentiimlichen zirkumskripten Hautveranderungen, braunroten, eindriickboren 
Erhebringen, Verhandl. d. deutsch. dermat. Gesellsch. 9:415, 1907. 

3. Navarro Martin, A., and Aguilera Maruri, C.: Un caso de cutis laxa y 
lesions atr6ficas de tipo eritromiélico, Actas dermo-sif. 25:126, 1932. 
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a loud, harsh systolic murmur, with the point of maximum intensity at the base 
and transmitted over the entire precordial area, and a diminished second pulmonic 
sound. 

Dermatologic examination showed that the skin had a noticeable degree of 
thinness and was satiny in texture. It was easily movable over the underlying 
structures and could be stretched several centimeters, resuming its normal position 
when released (see fig. 1). In spite of its hyperelasticity the skin did not hang 











Fig. 1.—Hyperelasticity of the skin. 





Fig. 2.—Hyperflexibility of the joints. Clubbing of the fingers may also be 


observed. 


in folds. There was a minimal amount of subcutaneous fat present. There were 
a few scars noted over the extremities as a result of previous trauma. While no 
pseudotumors were noted, large ecchymotic lesions were present over the extremi- 
ties, particularly over the large joints. 

Examination and manipulation of the joints revealed pronounced hyperextensi- 
bility, particularly of the fingers, which could be extended far over the dorsum of 
the hand (see fig. 2). 
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Laboratory Observations—tThe red blood cell count varied between 5,000,000 
and 10,000,000, with the hemoglobin varying between 15 and 22 Gm. The white 
blood cell count was 9,550, with 68 per cent segmented cells, 24 per cent lympho- 
cytes, 3 per cent monocytes, 3 per cent stab cells, 1 per cent eosinophils and 1 per 
cent basophils. Further studies of the blood showed the prothrombin time to be 
100 per cent of normal; nonprotein nitrogen, 10 mg. per hundred cubic centi- 
meters; hematocrit reading, 75 per cent; mean corpuscular volume, 78.5 cubic 
microns; mean corpuscular hemoglobin, 18.1 micromicrograms, and mean corpus- 
cular hemoglobin concentration, 23.1 per cent. Examination of the stools gave a 
1 degree reaction for occult blood. Urinalysis showed the specific gravity to be 
1.015; the test for sugar gave negative results, and there was a 3 plus reaction for 
albumin. The microscopic examination of the urine showed occasional hyaline 
casts, 8 red blood cells per high power field and 4 white blood cells per high power 
field. The serologic picture was negative. Roentgenologic examination of the 
chest showed prominence of the right side of the heart. The electrocardiogram 
revealed a first degree heart block, auricular hypertrophy, right bundle branch 
block, vertical electrical position and mild cardiac pathologic picture. 

Histologic Examination—The histopathologic picture of the skin showed a 
decided increase in the elastic tissue. These fibers were delicate and fragmented 
and appeared in a disorderly arrangement in comparison with the normal picture. 


SUMMARY 


The Ehlers-Danlos syndrome, which is considered to be a congenital 
ectodermal defect, has been reported in association with various other 
congenital defects such as lipomatosis (Tobias*), lymphangiectatic 
tumors (Cohn *) and fibromas (Navarro Martin*). The case reported 
is one of the syndrome in association with the tetralogy of Fallot. 

1325 South Grand Boulevard (4). 














DISEASES OF THE SKIN IN PREGNANCY 


G. MARSHALL CRAWFORD, M.D. 
BROOKLINE, MASS. 
AND 


ROY W. LEEPER, M.D. 
BOSTON 


_ from the relatively few more dramatic dermatoses which 
infrequently accompany the gravid state, a pregnant woman 
seldom derives much sympathy for her integumental complaints. Derma- 
tologists and obstetricians alike are prone to ascribe most cutaneous 
symptoms occurring in these women to the pregnancy and dismiss them 
with a cursory inspection and simple prescription for symptomatic relief. 
There are numerous physiologic changes in the skin during gestation 
which may be unjustly classified as “skin diseases of pregnancy.” These 
include alterations in pigmentation, growth of hair, striae albicantes, 
edema of the skin, gingival changes and assorted vasomotor disturbances. 
Most of these physiologic aberrations may be observed in varying degrees 
associated with other systemic disorders unrelated to pregnancy. A 
great many diseases of the skin have been reported as related to, aggra- 
vated by or benefited by gestation in isolated instances or in small 
groups of cases. With but two exceptions’ the literature contains 
almost no real appraisals of this problem. There is practically no actual 
statistical information regarding the incidence of cutaneous diseases in 
pregnancy. The present study has been prepared to establish a base 
line for what is hoped will be more fruitful future work. 


MATERIAL 


The following data are the result of a survey of the dermatologic 
disorders recorded at the Boston Lying-In Hospital in a twenty year 
period (1929 to 1948 inclusive) during which about 50,000 deliveries 
took place. It must be recognized at the outset that not all cutaneous 
conditions would be recorded in the diagnosis index of a lying-in hospital, 
but it could be expected that a majority of those skin disorders directly 


Read at the Sixty-Ninth Annual Meeting of The American Dermatological 
Association, Inc., Hot Springs, Va., May 26, 1949. 

1. (a) Costello, M. J.: Eruptions of Pregnancy, New York State J. Med. 
41 849-855, 1941. (b) Hollander, L., and Vogel, H. R.: Notes Concerning Some 
of the More Frequent Skin Diseases Occurring During Pregnancy, Pennsylvania 
M. J. 48:454-461, 1945. 
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related to the gravid state would be entered in the records. A fair 
cross section of the pregnant population is included since the private 
and ward groups were both represented. Among clinic patients, many 
complaints of the first two trimesters of pregnancy were catalogued. 
In private patients this information was-available only when the history 


was sufficiently complete. 

The material in this review of the dermatologic cases covers the 
records of 181 women, with 239 pregnancies, among whom 206 disturb- 
ances of the skin occurred. In some instances a woman had several 
conditions, and in others the same diagnosis had been recorded during 
several pregnancies. With the elimination of these duplications, there 
remained only 182 dermatologic diagnoses, which is an extremely low 
incidence. This amounts to 0.37 per cent of the total of 49,254 deliveries 


TABLE 1.—Comparative Incidence of Diseases of the Skin 








Dermatologic 
Boston Lying-In Hospital Cases Per Cent 
1929-1948 (Inclusive) 
Re AR os arsieypis ees aioe ole woiniguiniv ny Abas Weenies 182 
Survey of General Practice * 
8 year period (Boston suburb) 
IN iano as nes Side e hae carbsicnsasasaeenGe 
Massachusetts General Hospital Outpatient Department t 


1928-1947 (Inclusive) 
GOD DOD TOW FIBUIONIG: 65.06 ccriseccscccsvstswes shaseenses 60,600 





* Incidence in general practice was 13.5 times that at the Lying-In Hospital. 
“ t a at Massachusetts General Hospital Clinic was 24.8 times that at the Lying-In 
ospital. 


at the hospital during the period. A comparison of this figure with 
the occurrence of skin disease among other groups of patients is presented 
in table 1. 

The survey of general practice from a suburban community of Boston 
includes a much higher percentage of skin disorders but manifestly 
does not include all cutaneous lesions.2, One might expect several times 
the percentage recorded at the Lying-In Hospital but the figure of 5 
per cent of dermatologic disease among the patients encountered in 
general practice is actually 13.5 times the percentage of skin eruptions 
recorded among patients delivered at the hospital. 

Another comparison was attempted from a large outpatient depart- 
ment in the same city. The clinic of the Massachusetts General Hospital 
in the same twenty year period admitted about 660,000 new patients. 
Among this group there were 9.18 per cent who came because of skin 


2. Lane, C. G.: The General Practitioner and His Work, New England J. 
Med. 201:353-361, 1929. 
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disease. This figure is practically 25 times the percentage recorded 
among the pregnancy group. Return visits at the Massachusetts 
General Hospital clinic were not included in the previous calculations. 
This tremendous discrepancy would seem considerably more than could 
be attributed to failure in recording cutaneous disturbances at the Lying- 
In Hospital. The exceptionally low incidence of skin disease among 
these pregnant women might suggest that they were less susceptible 
or had some peculiar immunity conferred by the gravid state. It must 
be recognized, however, that the percentages of incidence quoted in 
table 1 are not entirely comparable, and it is hoped that these striking 
differences will stimulate the compilation of data from other large insti- 
tutions. With reasonable conservatism it might be said that the material 
reported herein suggests that pregnant women are no more affected by 
skin disease than is the general population. 


TABLE 2.—Comparative Incidence of Various Diseases of the Skin 








Lying-In 
General Practice Hospital 
Diagnosis (% of 6,212) (% of 49,254) 

Dermatitis medicamentosa...............scceceee- 0.062 0.058 
PRET RIGIN COTIUNEM oo oo soca se tacecnccsbecsedsccuacs 0.745 0.065 
MPU eh - MUMOTHI: & <0 occ ceccinss ccccsciveiscceces 0.047 0.010 
BEET COCT COLT CORTEPOT CET E TET 0.031 0.006 
Pruritus (including prurigo)...................6- 0.109 0.020 
Urticaria (acute and chronic)..................... 0.375 0.049 


COMPARISON WITH GENERAL PRACTICE 


Analysis of the dermatologic diagnoses entered at the Lying-In 
Hospital was attempted in relation to the group of those encountered 
in general practice. In only six categories were there sufficient cases 
to permit reasonable comparison; data concerning these are presented 
in table 2. 


It will be seen that the incidence of drug eruptions is essentially the 
same in the two groups. Contact dermatitis could not be accurately 
subdivided into irritative and sensitization phenomena, but the more 
than ten times higher incidence in general practice would suggest that 
the skin of the pregnant woman is not overly susceptible to external 
influence. The remaining four diagnoses in this table may be classified 
as belonging to a “toxic” group, and the average occurrence of these 
disorders in the general practice series was almost uniformly about five 
times higher than that observed among the maternity patients. The 
actual significance of this could easily be debatable on the basis of inac- 
curacy of data. 
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CLASSIFICATION OF CASES 


In arranging a classification of the 182 diagnoses made in the 
Lying-In Hospital cases, a slightly different arrangement than usual 
has been adopted, as is portrayed in table 3. 

Group A in table 3 included only herpes gestationis, which appeared 
to be the one skin disease peculiar to pregnancy. Although this disorder 
is often regarded as a variant of dermatitis herpetiformis, it nevertheless 
presents certain differentiating features which warrant ascribing it 
solely to the gravid state. In group B of this classification are six 
eruptions customarily classified as of toxic origin but which are com- 


TABLE 3.—Subdivision of Dermatologic Diseases Found in Patients at 
Lying-In Hospital 








Groups Cases 
A. Conditions Peculiar to Pregnancy 


DERI OUI CIOIIID (vc's:0's 0 Ssciusoiev ecein biaieis:o.sinisiaveig'a Cision eieisielbjsibieGisiain F etomo.e 1] 
B. Toxic eruptions, not necessarily peculiar to pregnancy 
1. Dermatitis medicamentosa 


2. Urticaria 

3. Pruritus (including 1 case of prurigo) 

. Erythema multiforme 

. Erythema toxicum 

F.MEN: UC RCNIRIEOUNURE 6:5: 5107010: 0:0/a,sinivinln:s'sicinie vib Sicie'eis,aieien vislwin-eidalealeineinaie 


Dermatoses coincidentally observed 
iL 


2. Psoriasis 
Bi IE: IN 0's. sous cranceler sneesisaaeueebadepekecaweapeneneenes ° 
. Miscellaneous 


Total 





monly observed independent of pregnancy. Group C includes the 
cutaneous disturbances which were commonest as coincidental observa- 
tions in the Lying-In series. Item 4 in group C, the miscellaneous erup- 
tions, included 4 cases each of hypertrichosis, infectious eczematoid 
dermatitis, rosacea and vitiligo, plus 3 each of granuloma pyogenicum, 
miliaria rubra and pityriasis rosea. In the remaining 14 instances 
there were ten additional miscellaneous diagnoses. The hospital records 
contained no reference to fibroma molluscum, probably because of its 
relative insignificance. No gingival disturbances or tumors, nevi of 
either vascular or cellular varieties, erythema palmare, monilial infec- 
tions or impetigo herpetiformis were catalogued. Without doubt some 
of these diagnoses were overlooked or went unrecorded. 
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Herpes gestationis was a serious complication in several of the 11 
patients, but in no case was it fatal. When the disease recurred in 
subsequent pregnancies in the same woman it did not bear a constant 
relation to the sex of the infant. Neither was it a regular occurrence 
with every pregnancy among the affected patients. Five had this dis- 
order in the first pregnancy, but the other cases were irregularly 
scattered during later gestations. The earliest recorded appearance of 
herpes gestationis among these patients was in the fourth month of 
pregnancy. All the infants were born normal except 1 premature 
baby who had icterus. Another had erythroblastosis, but all 11 sur- 
vived. Two women had mild toxemia of pregnancy, and another had 
pyelitis. There was gross pathologic change in the placentas from 3 of 
these 11 gestations. 

In the 26 cases of dermatitis medicamentosa there were 4 cases of 
toxemia, all of which occurred in the cases due to barbiturates. No 
other seemingly relevant data were uncovered. Urticaria was observed 
24 times; 2 of these patients had toxemia; 2 more had hyperemesis 
gravidarum; 2 had pyelitis without toxic symptoms, and 2 cases of 
angioneurotic edema were included. One patient with urticaria had 
fever of unexplained origin. The placentas from these pregnancies 
revealed no pathologic change of significance. Many of these women 
with urticaria had received medication which might conceivably have 
been incriminated, but a number of them were readmitted for subse- 
quent deliveries and did not have urticaria with the same medication. 

There was but 1 case of prurigo recorded, and this was included 
among the 10 of pruritus. All these patients had itching ante partum, 
and ali were spontaneously relieved within a few days post partum. 
One ot the group had a recurrence of pruritus about a week post par- 
tum. There was 1 case each in which toxemia and phlebitis occurred. 
The complaint of pruritus would seem related to the impending ter- 
mination of pregnancy since it most commonly occurred in the last 
trimester or quite close to term and was uniformly relieved within a 
short time after parturition. 

The 5 patients with erythema multiforme presented the greatest 
association with complications of pregnancy. One had cellulitis, throm- 
bophlebitis, pyelitis, suppurative pneumonitis, premature separation of 
the placenta and hemorrhages. Another had polyhydramnios and a 
febrile puerperium with retention of lochia. A third suffered subin- 
volution of the uterus. These three were all afflicted with toxemia. A 
fourth had bronchopneumonia, anemia and a febrile puerperium. The 
fifth woman acquired erythema multiforme one month before delivery ; 
she gave a history of previous attacks unrelated to pregnancy. One 
infant died of congenital defects. Three of the placentas were observed 
to be pathologic with changes including hemorrhages, infarcts, necrosis, 
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chorionic cyst or polyhydramnios. While 4 out of 5 of these patients 
had erythema multiforme clearly in relation to a complication of preg- 
nancy, this eruption is recognized as a symptom complex and not as a 
disease entity. It may occur in relation to so many toxic states that 
it seems hardly entitled to consideration as a unique feature of preg- 
nancy. Erythema toxicum presented no consistency in the 3 patients 
in whom it was observed. This picture might have been a mild variant 
of erythema multiforme or could even be classified with the drug erup- 
tions or urticarial group. Like the pruritus of pregnancy and urticaria 
it was not consistent with each gestation in any patient. 

Lupus erythematosus was observed three times. One patient had 
the chronic discoid variety of one year’s duration and was pregnant for 
the fifth time. Her condition became worse during gestation, but pro- 
nounced improvement took place within one month after delivery. The 
other 2 women had chronic discoid lupus erythematosus which under- 
went dissemination during pregnancy. One had gone through two 
preceding pregnancies without exacerbation. Two weeks before term 
in her third gestation, a severe sunburn was experienced and was fol- 
lowed by dissemination of the lupus erythematosus. The patient was 
hospitalized but acquired severe pyelitis and died one day post partum. 
The infant was normal and survived. The third woman had chronic 
discoid lupus erythematosus of eleven years’ duration at the time of her 
first conception. The disease became disseminated about one month 
later for no discernible cause. The patient was hospitalized for many 
weeks, with eventual arrest of the disseminative process. About six 
weeks before term a second exacerbation of the subacute disseminative 
type took place, accompanied by joint involvement. The pregnancy 
resulted in a stillbirth, and the patient slowly recovered. Six years later 
she was admitted to the Massachusetts General Hospital because of a 
third disseminative phase of lupus erythematosus and did not recover. 
It seems obvious from these last 2 cases that pregnancy is not a good 
omen for patients with extensive lupus erythematosus. 

The large group of coincidental dermatoses provided little useful 
information. Those having dermatitis venenata formed the largest of 
any subdivision and were relatively free of obstetric complications. A 
surprisingly large number of patients were observed with psoriasis, and 
in 4 of these cases there was some degree of toxemia of pregnancy. 
Abnormal placentas were observed in 5 of the cases of psoriasis. There 
were 13 patients recorded as having herpes simplex, but this number 
surely does not begin to represent all of them. The diagnosis was most 
often mentioned when the condition was observed in connection with 
abnormal deliveries or complications of pregnancy. Three cases were 
seen in patients with toxemia. Among the other 39 miscellaneous 
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cutaneous diagnoses there were only two instances of note. One was of 
a patient in whom hirsutism developed during the fifth month of preg- 
nancy. This disturbance was progressive and was accompanied later 
by hypertrophy of the clitoris. Spontaneous depilation began one month 
post partum, and the patient returned to normal. There was 1 case of 
mycosis fungoides, and this disease was greatly aggravated by pregnancy, 
finally requiring abortion. Therapeutic termination of pregnancy 
because of a skin disorder was not otherwise recorded in this series. 

Histopathologic examination of the placenta was carried out in 30 
of the 182 cases included in this survey. Both gross and microscopic 
alterations were found in many instances, but the abnormal states of 
these placentas were not related with any degree of significance to the 
dermatoses presented. 


TABLE 4.—I/ncidence of Toxemia of Pregnancy 











Dermatologic Diagnosis Cases Toxemia Per Cent 

HROepeD POMUMRIOMI. 2. 0c ccvcceveccceccccecs ll 2 18.2 
Dermatitis medicamentosa............... 2 5 19.2 
NIE x nuns suhaneae cea kecdcndnaaeanes 24 2 8.3 
BD sacuenevnhsndvestcevibdcn denaauennn 10 1 10.0 
Erythema multiforime........0.cccccecsces 5 2 40.0 
WIEN cu clnde¥ipesasstacratoatanweeseces 16 4 25.0 
RECUIGE MUDDNES c cicccosd cocsekeavactecnsmes 13 3 23.1 
Dermatitis venenata..............cececces 32 4 12.5 
PRE oi5ckccarbsee Canvesssncnasans 45 4 8.8 

a on sit eneesnd Sévedennesdacuens 182 27 14.8 





DERMATOSES AND TOXEMIA 


An attempt was made to correlate the incidence of toxemia of preg- 
nancy with the occurrence of cutaneous disorders in this series of 
patients. Toxemia was recorded 30 times among 28 of these cases. 
In 2 instances eclampsia occurred during a pregnancy in which no 
dermatologic disorder was observed. One woman who had a barbit- 
urate eruption in association with toxemia of pregnancy had also had 
eclampsia in an earlier gestation without any cutaneous disturbance. 
This left a net total of dermatoses accompanying toxemia in 27 instances. 
In 1 of the women with psoriasis, accompanied with arthropathic mani- 
festations, toxemia was observed in two pregnancies, during both of 
which the psoriasis underwent an exacerbation. Table 4 illustrates the 
association of toxemia of pregnancy with the various types of dermato- 
logic diagnoses. 

The incidence of toxemia in pregnancy is generally accepted as 
approximately 8 per cent for the United States as a whole. As will 
be seen in table 4, toxemia occurred in approximately 15 per cent of 


Sain 


ss 








760 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


the patients reported herein. This figure would suggest some signifi- 
cance but obviously is incorrect because many eruptions were not 
reported to the record room. If ten or more times the catalogued 
number of dermatoses actually occurred, as is suggested by the com- 
parative figures given in table 1, the percentage incidence of toxemia 
of pregnancy in the dermatologic cases of the Lying-In Hospital group 
would be far below the nationwide average. 

When the 27 cases of toxemia are subdivided according to derma- 
toses, some of the individual disturbances are seen to have possible 
significance. This is particularly true of herpes gestationis, which 
disease may conceivably be related to an endocrine disturbance such as 
is found in toxemia of pregnancy. The number of cases in this series 
is too small, however, to permit a distinct conclusion. The same state- 
ment might apply to psoriasis, but the occurrence of toxemia twice in 
the same patient actually lowers the incidence revealed in the table. 
Psoriasis is by no means understood, but it is conceivable that such a 
disorder of possible metabolic origin might have bearing on the occur- 
rence of toxemia of pregnancy. Many more cases would be required to 
verify this possibility. 

The small group of 5 patients with erythema multiforme experienced 
the highest incidence of toxemia observed in cases of any dermatosis. 
It seenis justifiable to think that this disorder resulted from the toxemia 
rather than vice versa. The same situation applied to the cases of herpes 
simplex, for which toxemia may well have served as the trigger mech- 
anism. The only other cutaneous condition in which appreciably more 
than an average amount of toxemia was found was dermatitis medica- 
mentosa. Here, similarly, it might be that the intolerance was attribu- 
table to the toxemia, especially since several of these patients had the 
same medication during other nontoxic pregnancies and did not have 
eruptions. 

The broadest possible interpretation of table 4 might indicate that 
herpes gestationis could be warning of impending eclampsia, although 
the obstetrician would probably detect signs of toxemia during the 
second trimester or perhaps earlier; the eruption has been most com- 
monly observed to appear during the last trimester. It could possibly 
presage a greater likelihood of toxemia. No other useful inferences seem 
warranted from the data given herein, and the small size of the various 
groups of patients casts doubt on almost any interpretation. 


COMPARISON WITH ERUPTIONS DURING PREGNANCY 
ENCOUNTERED IN DERMATOLOGIC PRACTICE 


An attempt was made to survey the character of dermatologic com- 


plaints among pregnant women observed in the private practice of one 
of the authors (G. M. C.) during a fifteen year period, for comparison 
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with the types of dermatoses seen in the Lying-In Hospital series. 
Unfortunately the diagnosis of pregnancy was not catalogued as such 
among office patients, so that only those women who were referred by 
obstetricians could be readily identified from a reference file. Without 
doubt many pregnancy cases were omitted, but a group of 124 patients 
were found who came to the office with a cutaneous complaint which 
arose during pregnancy, was aggravated by the gravid state or seemed in 
some fashion related to gestation. Table 5 gives the classification of 
those dermatoses among office patients which seemed comparable with 
those of Lying-In patients. 


TABLE 5.—Comparison of Diagnoses in Office and Lying-In Hospital Cases 


Dermatologic Lying-In 


Practice Hospital 
(% of (% of 
Diagnosis 124 Cases) 182 Cases) 
EI DEEN a icc ck cae nectecaVhiedeuswseneuesee 0.81 1.10 
Dermatitia mediAMentoes. «0.25 ..cccceccescseccoese 5.65 14.27 
MONIES WOMNUINIEDN oo ois So cdic de de ccescpendunouercce 22.58 17.59 
I III 5 6c osc esecasnedscoccicoussees 0 2.75 
TI cS ccccnscqaniensoaucusenduucweseas 0 1.65 
NE “DNs cs: caccvicn sn udsne stasvaceessnseede 4.83 0 
ME IN had oko ck cbc cre vecensadckcccascudess 0.81 0 
GraNGlOMA PFOGEMICUM. «06. oc cc cccccccccccccccccsces 1.62 1.65 
PRON: MNES iso os x cdnvnanncinaadceneedanscus ae 2.43 6.04 
ME SR aca os ods caene cicnccxewaknewedcesavenus 1.62 7.14 
RNIN 5 oho cee ore Sia sie diialy ecdcneevaadectenes 0.81 2.20 
I I a ooo bined ccd tacnnvadswatencns 1.62 1.65 
PIE. ch ths dv auctvaavennictaunvakeaneuesccewnaseius 4.83 0 
RGU MRBNIOUNY 3 cot docu noscseuacavadunsgeteononseaws 2.43 0 
SBOE BIAOIOBUS Soo 58 inci ce Sanwe ceo yecedeencenns 4.03 0 
NUNES a tenon vannne cance ddecrswavuesedeadsacdenedant 1.62 0.55 
WON oo s2555.5 occ cee nce coves evnccvecstscuaccaace 0 4.95 
BNE ocak wien cn edcracecdkdahwkoapewonsuswacussewss 1.82 8.80 
TNE on at ay nckenuenc cea nueuuddatae ae dees cau araduoss 3.24 2.20 
NIRUMEOEIE: cose Wa ccanacccuann crsacnececkwcehatanseeaens 2.43 13.19 
OURO OUR 555s os kd ewwenseet cesasncuseieadKerentexs 37.02 14.27 
(46 cases) (26 cases) 





In table 5 only those diagnoses are entered which seem in some 
way related to or influenced by pregnancy, and in some instances there 
were no patients observed from one or the other source. In the case 
of erythema multiforme this is happenstance. Erythema toxicum and 
pruritus were not diagnosed in office patients, as an attempt was 
made to utilize more accurate classification. Diagnoses of fibroma mol- 
luscum and the nevi did not appear in the records for the Lying-In 
group because of the relative insignificance of these conditions. The 
absence of the diagnosis of moniliasis from the hospital series is prob- 
ably due to its being overshadowed by the impending delivery. Physio- 
logic changes in the vaginal canal during pregnancy are conducive to 
the growth of Candida albicans, and the reverse obtains post partum. 
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The occurrence of thrush in the newborn infant attests the viability of 
monilial organisms in the birth canal during delivery. 

In four categories there are significant differences in the percentage 
incidence between office and hospital patients. These are dermatitis 
medicamentosa, herpes gestationis, herpes simplex and urticaria, in 
which groups the rate of occurrence was several times higher among 
the Lying-In patients. The latter were all seen at or very close to 
term, whereas the office patients were distributed throughout all stages 
of gestation. These four complaints are commonest in the last trimester, 
which fact readily explains the greater incidence among hospitalized 
patients. 

The number of miscellaneous cases in the office group was approxi- 
mately two and one half times that in the Lying-In series. This obser- 
vation may be attributed to more varied minor complaints among 
pregnant women when ambulation is easy during the earlier stages of 
pregnancy as well as to the omission of records of many minor diagnoses 
at the hospital. It further illustrates the fact that a far too low incidence 
of eruptions was catalogued at the termination of pregnancy. 

The circumstances of delivery in regard to toxemia or other pos- 
sible complications was known among too few office patients to permit 
the collection of useful data. Dermatitis medicamentosa was attributed 
to a wider variety of drugs, but the barbiturates were again in the 
majority. One case of herpes gestationis was seen to begin during the 
third month of the second gestation in a patient with an atopic back- 
ground. Her first pregnancy had been therapeutically aborted at three 
months because of hemorrhages. The other cases of herpes gestationis 
began during the last trimester. One patient with chronic discoid lupus 
erythematosus of seven years’ duration did not show any ill effects 
through two pregnancies. In a patient with discoid lupus erythematosus 
who had recovered from a disseminated phase precipitated by exposure 
to the sun and whose condition had subsided to the chronic discoid stage 
there was no effect on the eruption subsequently through two gestations. 
Several pigmented nevi underwent measurable growth during pregnancy 
but thereafter remained quiescent. Numerous preexisting dermatoses 
were aggravated by pregnancy, but an almost equal number in each 
category seemed favorably influenced. 

The only other statistics which could be found for possible compari- 
son were those of Pollitzer which were published twenty-five and thirty 
years ago.* His percentages for the incidence of urticaria and psoriasis 
were closely approximated by those in the office data quoted herein 


3. (a) Pollitzer, S.: Statistical Report of the American Dermatological 
Association for the Year 1916, J. Cutan. Dis. 36:294-301, 1918; (b) Report of the 
Committee on Statistics of the American Dermatological Association for the Year 
1921, Arch. Dermat. & Syph. 7:99-102 (Jan.) 1923. 
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(see table 5). In practically all other categories the office and Lying-In 
Hospital groups were grossly out of proportion, further indicating that 
large numbers of dermatoses were not recorded at the hospital. 


COMMENT 


A review of medical literature fails to uncover useful information 
which had not been cited in relatively recent reviews of the eruptions 
of pregnancy. Repetition of this material seems redundant. 

A complete classification of dermatoses which may be observed in 
pregnancy would be almost a reduplication of the arrangement of cuta- 
neous disease as described in standard textbooks. Such an inventory 
would be neither instructive nor convenient for purposes of discussion. 

Costello subdivided pregnancy eruptions into two groups, one con- 
sisting of those considered to be of endocrinologic origin and the other 
of conditions which are toxic and neurogenic.‘* This interpretative 
approach is logical in many respects whether or not one is in entire 
agreement with such a classification. The changing balance of hor- 
mones, the acceleration of metabolism, the extra load on the excretory 
functions, the influence of toxemia of pregnancy or psychogenic dis- 
turbances may all exert profound influence on the integument. Until 
these factors are better understood and the physiologic changes respon- 
sible for skin disease are further clarified, it might be said that opinions 
regarding the actual cause of skin disease in pregnancy should be largely 
regarded as matter of academic speculation. 

The division of cutaneous disease during gestation into clinical cate- 
gories has also been suggested.’® This classification included three 
groups of conditions: those precipitated, those aggravated and those 
benefited by pregnancy. Such an arrangement seems usable only from 
the standpoint of convenience. 

From the data quoted herein it might be concluded that herpes 
gestationis is the one cutaneous disorder which should be truly con- 
sidered distinctive of pregnancy. Clinically this disease may be indis- 
tinguishable from dermatitis herpetiformis except for the fact that the 
characteristic pigmentation and scarring of the latter disease are rela- 
tively insignificant or may be absent in herpes gestationis. Dermatitis 
herpetiformis is relatively rare in women, and its duration is commonly 
a matter of years. Herpes gestationis lasts but a few months at most 
and has almost invariably disappeared within a short time after delivery. 
If this disease is a variant of dermatitis herpetiformis, as is suggested by 
several authors, a hormonal approach to the treatment of dermatitis 
herpetiformis would seem at least worth consideration. 


4. Costello.1® Hollander and Vogel.» Lewis, G. M.: Herpes Gestationis: 
Successful Treatment with Sulfathiazole; Report of Case, Arch. Dermat. & Syph. 
46:841-842 (Dec.) 1942. 
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The relation of hormones to the menstrual cycle and the changes 
of endocrine balance that take place during pregnancy should be reviewed 
at this point. During the first half of the menstrual cycle the follicular 
hormone (estrogen), secreted because of the action of the follicle- 
stimulating hormone from the anterior lobe of the pituitary gland, gives 
rise to increasing endometrial proliferation. The graafian follicle 
develops in conjunction with these changes, and ovulation finally occurs 
about fourteen days prior to the onset of menstruation. Thereafter the 
luteal hormone (progesterone), secreted with estrogen as a result of 
further gonadotropic stimulation from the anterior lobe of the pituitary 
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gland, brings about the secretory activity of the endometrium. When 
conception occurs the corpus luteum is, maintained and gradually 
increases its activity with increased production of progesterone, which 
has an inhibiting effect on the motility of the uterus. The ovary itself 
is indispensable only in the earliest weeks of pregnancy because the 
corpus luteum is essential for the implantation and early development 
of the ovum. The anterior lobe of the hypophysis is essential to the 
continuation of pregnancy. Estrogen and progesterone are present 
throughout pregnancy, and there is a slowly changing hormone balance 
which follows a distinct pattern. The highest concentration of chorionic 
gonadotropin occurs in the second month, and thereafter the amount 
steadily decreases. The estrogenic hormone is present in increasing 
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amounts as pregnancy proceeds, disappearing from the blood shortly 
after parturition. Progesterone gradually increases until just prior to 
labor but then practically disappears. It is thought that the initiation of 
labor may be associated with this disappearance of progesterone, with the 
removal of its inhibiting effect on uterine motility. The endocrine 
control of the maintenance of pregnancy or the termination of gestation 
still awaits final solution. 

There have been many advocates of the use of blood serum from nor- 
mal pregnant women for the treatment of various cutaneous disturbances 
during gestation. It is difficult to see how such a procedure could restore 
to normal an abnormal hormone balance if that is actually the cause 
of skin disease of pregnancy. The smail amounts of hormone therapy 
so administered would quickly lose their influence. Herpes gestationis 
most commonly occurs in the last trimester, when estrogen is known to 
be at its highest level, and the disease practically always disappears 
shortly after parturition, when the estrogenic hormone has disappeared 
from the blood. One could theorize that herpes gestationis might con- 
ceivably be a toxic or threshold reaction to syncytial degeneration and 
decidual necrosis, i.e., uterine involution in pregnancy. Decidual necrosis 
is a constant feature of human gestation and is more pronounced in 
relation to delivery, becoming completed post partum. Degeneration of 
the syncytial cells of the chorionic villi is a precursor of the end of 
gestation. It also precedes and accompanies toxemia of pregnancy. 
The relation of degeneration of the decidua to toxemia of pregnancy 
has not been worked out. Cellular degeneration in the uterus is anal- 
ogous to protein catabolism in such toxic states as burns, anoxia, shock 
and the crush syndrome. In pronounced decidual necrosis there is an 
association with disturbed hormonal support. Some women have more 
cerebral irritation in relation to endometrial necrosis; others retain more 
water and salt; some have more hemorrhagic phenomena, and a few 
may have more cutaneous disturbances. The eruptions commonly desig- 
nated as “toxic” dermatoses can be explained as well on the basis of 
decidual necrosis as on that of any other source of protein catabolism. 

The work of the Smiths indicates that the regression of the corpus 
luteum and the placenta, which is probably due to withdrawal of sup- 
port from the anterior lobe of the pituitary gland, is primarily the result 
of an effect of progesterone on the metabolism of estrogen.> A normal 
amount of progesterone is considered essential for the normal conversion 
of estrogen. It is believed that a deficiency of progesterone results in 
greater quantities of the oxidation products of estrogen. These oxida- 
tion products are believed to constitute an anterior lobe-stimulating 


5. Smith, G. V., and Smith, O. W.: Internal Secretions and Toxemia of Late 
Pregnancy, Physiol. Rev. 28:1-22, 1948. 
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effect, and normal amounts of progesterone would thus remove that 
effect. Because of its influence on estrogen metabolism, progesterone 
could conceivably have a favorable effect on herpes gestationis. 

If this theorizing is transferred to the treatment of dermatitis 
herpetiformis, with the assumption that this disease and herpes gesta- 
tionis are variants, a safer field of application is envisioned. Dermatitis 
herpetiformis occurs so predominantly in males that a less dangerous 
situation is presented for the experimental use of female hormones. 
Herpes gestationis appears generally when progesterone and estrogen 
should be at their highest level. A trial of progesterone therapy for 
both diseases might warrant consideration. We have not as yet had an 
opportunity to apply this theory. 

The function of chorionic gonadotropin is not well understood, but 
the presence of this hormone early’in pregnancy is indicative of the 
beginning endocrine function of the placenta. Chorionic gonadotropin 
reaches its highest level early in pregnancy. At about the twelfth week 
of gestation the amount of this hormone drops precipitously, and a rela- 
tively low titer persists until near term, when a secondary rise occurs. 
It has been demonstrated that chorionic gonadotropin also increases 
during the course of severe preeclamptic and eclamptic toxemia. Asso- 
ciated with this change there is a drop in estrogen and progesterone 
secretion. The interrelation of these hormonal phenomena is not clear. 
It has been postulated that such events occur with increased syncytial 
degeneration, disturbed steroid production and decidual necrosis 
at the uteroplacental site, with the release of protein catabolites. The 
primary cause of toxemia of late pregnancy is yet to be determined. In 
the small group of patients here presented, it is difficult to correlate any 
of the known data regarding toxemia of pregnancy with the occurrence 
of skin disease during gestation. 


















SUMMARY 







The paucity of actual data in regard to the incidence of skin dis- 
orders in pregnancy and their relation to gestation has led to a statistical 
study of dermatoses observed in a Lying-In Hospital. Throughout a 
twenty year period there was an exceedingly low rate of cutaneous 
disease recorded. A comparison with the occurrence of eruptions in 
general practice and in a large general hospital clinic suggests that 
the pregnant woman may not be particularly susceptible to cutaneous 
disorders, even though the recorded incidence was without doubt far 
too low at the maternity hospital. 

Analysis of the Lying-In cases suggested that herpes gestationis is 
perhaps the only dermatosis peculiar to pregnancy, although gestation 
complicated by toxemia may give rise to more “toxic” eruptions than 
are normally observed. Erythema multiforme was the most conspic- 
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uous in this group. Lupus erythematosus and psoriasis exhibited a 
somewhat undue influence from the gravid state. In all categories the 
number of cases was too limited to permit more than conjectural 
inferences. 

The endocrine balance in pregnancy and its changing pattern 
through gestation to parturition are reviewed. Possible causal relations 
of decidual necrosis and hormonal levels with herpes gestationis are 
theorized. With the assumption that this dermatosis may be a variant 
of dermatitis herpetiformis, a hormonal approach is speculatively postu- 
lated. 

It is hoped that the data presented will stimulate other similar 
statistical compilations and that the suggestions regarding possible rela- 
tions of dermatoses to pregnancy may instigate more investigative study 
where material is available. 


1180 Beacon Street, Brookline 46. 


ABSTRACT OF DISCUSSION 


Dr. E. J. Trow, Toronto, Canada: I should like first to congratulate the authors 
of this paper on an extremely fine study, which has involved a vast amount of 
work. Such a study has been needed and I feel sure will stimulate others. 

I think it is a little difficult to discuss such a paper because one has very little 
to go back over and there is very little literature concerning this subject. 

That the percentage of skin diseases observed during pregnancy is very 
low and the serious conditions quite rare has been a general impression, I think. 
Dr. Crawford has verified that impression. Minor ailments such as contact 
dermatitis, gingivitis, simple forms of pruritus, stellate nevi, herpes and others 
never reach the eyes of dermatologists and are usually ignored in the face of an 
impending delivery. 

The general well-being of the pregnant mother and the usual satisfaction and 
peace of mind which accompany it may be responsible for lessened complications. 
This is shown, for instance, in the greater tolerance for drugs such as the arsenicals. 
In the days of arsenical therapy for syphilis, it was noted that a woman tolerated 
treatment better when she was pregnant than when she was not. 

When one comes to the serious skin lesions accompanying pregnancy, I can 
hardly agree that herpes gestationis is the only one to consider. It seems to me that 
there are cases of pruritus taking the form of a persistent papular eruption about 
the abdomen and buttocks and thighs with itching so intense that relief is obtained 
only by the inducing of labor. Our obstetric colleagues look on this condition as 
being the result of toxemia and think it certainly more than the physical stretching 
of the skin. I think it is quite possible that this eruption is only a variant of herpes 
gestationis, and I should like to hear Dr. Crawford discuss that point. With regard 
to erythema multiforme, I agree with Dr. Crawford’s suggestion that, as in non- 
pregnant people, it is only a symptom. It is not long since a therapeutic abortion 
was done at three months on a young mother whom I had observed with erythema 
multiforme in two former pregnancies. These attacks were severe and resembled 
on one occasion pemphigus erythematosus. Between pregnancies the patient had an 
attack typically that of erythema iris. 
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I wonder if others have noted the added toxemias that seem to accompany 
lupus erythematosus. I was not aware that they did, though one might expect renal 
complications. 

I think that in such a disease as dermatitis herpetiformis hormonal therapy 
might well be tried, as suggested by the authors. Yet of recent years the untoward 
effect as well as the good effect of long-continued administration of estrogens and 
androgens has been shown; hormones have carcinogenic properties. 

Since the experiences of any one of us are so limited in dealing with the 
cutaneous lesions of pregnancy, it would be interesting if others here could recall 
cases that would bring out further discussion. 

Dr. Maurice J. Costetto, New York: I wish to congratulate Dr. Crawford 
and his collaborator, Dr. Leeper, on the excellence of their presentation. This 
survey of cases recorded in a lying-in hospital over a twenty year period during 
which 50,000 deliveries took place is probably the most extensive in the literature. 

The authors claim that the observations give rise to a question as to whether 
there are actually cutaneous diseases peculiar to pregnancy. 

It has been seldom claimed that cutaneous diseases occurring in pregnancy are 
peculiar to that state, any more than that eczema is peculiar to infancy, acne to 
adolescence or pruritus to senility. There are certain dermatoses seen in certain 
women only when they are pregnant, such as prurigo gestationis, herpes gestationis, 
impetigo gestationis and multiple spider nevi at times accompanied with erythema 
palmare et plantare. 

I believe that it would be almost impossible to obtain accurate statistical data 
to estimate the percentage or incidence of cutaneous disease occurring during 
pregnancy, unless a well trained, experienced dermatologist could bring his knowl- 
edge to the examination of the skin of many pregnant women in the succeeding 
trimesters of pregnancy. The cutaneous manifestations which the pregnant woman 
may present are minimized unless serious and dramatic. They are usually observed 
by the general practitioner or obstetrician, who would not be expected to diagnose 
these conditions accurately, and for this reason or because of their relative unim- 
portance, they are seldom even recorded. I agree that the pregnant women are no 
more affected by skin disease than is the general population. 

In an examination of the literature on this subject, the skin diseases which are 
most frequently encountered in the gravid state, such as prurigo gestationis 
(Besnier), pruritus of the vulva and perianal region and the vascular aberrations 
such as numerous spider nevi, are seldom recorded. 

The endocrinologic role in the causation of these several dermatoses occurring 
in pregnancy is suggested by the fact that they occur in about the fourth month 
and are relieved promptly after delivery. 

I had a patient who acquired subacute lupus erythematosus of the disseminate 
type during pregnancy, which terminated in death of the fetus at the sixth month. 

It has been my experience that herpes gestationis occasionally has been followed 
by toxemia of pregnancy or fetal defects and at times fetal death. One of my 
patients with this dermatosis gave birth to an anencephalic male infant with spina 
bifida in the second pregnancy in which the eruption occurred. 

The authors have well stated that until all the possible causative factors are 
better understood, opinions regarding the actual cause of skin diseases in pregnancy 
should be regarded as theoretic or a matter of academic speculation. 

I believe that the patient presenting erythema palmare et plantare associated 
with numerous spider nevi may have sharp bleeding in the third stage of labor 
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or that her offspring may die of hemorrhages, as in the case of the newborn infant 
reported by Feldman. Women exhibiting this vascular disturbance are more likely 
to have children with vascular nevi. 

There is a dearth of syphilitic eruptions during the child-bearing period. 

Dr. Ltoyp W. Ketron, Baltimore: I should like to ask Dr. Crawford if he 
would enlarge a little more on the effect of pregnancy on lupus erythematosus. 
This question has come up several times in my private practice and involves a very 
serious decision in some cases. 

Dr. Epwarp F. Corson, Philadelphia: I should like to bring to your attention 
a clinical note which I wrote in collaboration with Dr. Luscombe, dealing with the 
frequency of pityriasis rosea in pregnancy. Our interest was aroused when we 
encountered 3 cases of advanced pregnancy in which that disease occurred. We 
collected cases over the next four years. Our group consisted of women of child- 
bearing age who had pityriasis rosea. Of 76 persons 14, or a little over 18 per cent, 
were found to be pregnant. We compared this group with 100 women of the same 
age group with various common skin diseases and found 6 of them to be pregnant— 
18 per cent as compared to 6 per cent, a three to one ratio. Among the 14 cases 
mentioned we found that 12 were in the last half of pregnancy. We could find 
nothing in the literature bearing on this phase. DeLee and Greenhill in their work 
on obstetrics merely mentioned the fact that diseases of the skin are unusually 
common in pregnancy. I have thought there may be an explanation acceptable 
to those who consider that clothing has a direct or indirect influence on the 
causation of pityriasis rosea. It may be due to the fact that pregnant women, of 
necessity to cover their swelling bodies, acquire new clothing more frequently than 
nonpregnant women or that in the case of multiparas they bring forth clothing 
that has been stored away. As to other possibilities, there is the increased vascu- 
larity of the skin which takes place during pregnancy and also the possibility that 
in this type of disease some hormonal alteration may have an effect. 

Dr. Joun G. Downinc, Boston: I agree that cutaneous disease is not more 
frequent among pregnant women. In a serious disease, such as lupus erythematosus, 
the dermatologist is frequently asked as to the advisability of interrupting preg- 
nancy. The same question arises for women with severe herpes gestationis. I have 
been consulted about this problem in several cases of extensive herpes gestationis 
and have always decided that the woman should go to term; each patient has 
delivered a normal baby with impunity. In the study of 20 pregnancies in 13 
women susceptible to this disease, (Downing, J. G., and Jillson, O. F.: Herpes 
Gestationis: Fetal Anomaly Syndrome Treated Successfully with Sulfapyridine, 
to be published) it was found that the disease appeared in the latter half of preg- 
nancy, at an average of 5.3 months. Eight of these 13 women had a history of 
fetal anomaly or spontaneous abortion with stillbirth or death of the infant shortly 
after birth. Therefore, the prognosis for the fetus is bad. However, for the mother 
it is excellent; no fatality directly attributable to this disease has been reported. 

Dr. Francis A. Etxis, Baltimore: My associates and I are interested in the 
problem of lupus erythematosus associated with pregnancy and are planning, in the 
near future, to send out a questionnaire in order to obtain more complete figures on 
the relation of lupus erythematosus to pregnancy. What is the effect of lupus 
erythematosus on the mother and the child, and what is the effect of pregnancy on 
the lupus erythematosus, especially the acute form? I wish that Dr. Crawford 
would discuss his cases of lupus erythematosus in pregnancy in more detail. 

Dr. LAwrencE G. BEINHAUER, Pittsburgh: I wish to discuss the question of 
lupus erythematosus in pregnancy. We have had 4 patients under observation for 
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long periods. The first patient is a young woman in her early thirties with subacute 
disseminated lupus erythematosus of eight years’ duration. During three pregnancies 
the disease entirely cleared, only to recur two to three months later, after which 
it resisted treatment. The other 3 patients with recurrent chronic discoid lupus 
erythematosus have been observed over a peiiod of twelve years. One patient has 
had an exacerbation of her disease during each of three pregnancies, while in the 
other 2 persons the disease has remained quiescent during one and two pregnancies, 
respectively. 

The total of 4 cases is limited, but I should like to express the opinion that we 
should allow pregnancy to go on uninterrupted in subacute disseminated or chronic 
discoid lupus erythematosus. 

Dr. SAMUEL Ayres Jr., Los Angeles: Dr. Crawford did not mention the 
frequency of the appearance of psoriasis. I wonder whether there was any evidence 
that psoriasis undergoes remission during pregnancy or what the prevalence of 
psoriasis during pregnancy was in these cases. 

Dr. Paut E. Becuet, Elizabeth, N. J.: Dr. Crawford stated in the abstract of 
his paper that “The findings give rise to a question whether there are actually 
cutaneous diseases peculiar to pregnancy.” In a paper with exactly the same title 
as Dr. Crawford’s, read thirty-five years ago before the Bronx Medical Association 
of the City of New York (M. Record, 87:19 [Jan. 2] 1915), I stated, after giving 
a long list of dermatoses observed in pregnancy, that, with the possible exception 
of impetigo herpetiformis, they could also be found in nonpregnant women. At the 
present day, even impetigo herpetiformis can be eliminated as a disease occurring 
only in pregnancy, as Dumesnil and Marks, Hartzell and others have observed the 
disease in nonpregnant women. Kaposi, Dubreuilh, Whitehouse, Chambers and Hall 
have reported the disease in male subjects. Bulkley’s herpes gestationis is now 
considered by the majority of dermatologists as dermatitis herpetiformis, occurring 
in pregnant women. An interesting observation with respect to this condition is 
that L. D. Bulkley gave it its name in 1874 (Am. J. Obst. 6:1 [Feb.] 1874), ten 
years before Duhring’s first paper on dermatitis herpetiformis. 

Dr. CLrypE L. Cummer, Cleveland: At a recent meeting of the Cleveland 
Dermatological Society, a pregnant woman with multiple vascular nevi was 
presented. There was considerable doubt expressed as to whether these lesions 
would clear up of their own accord or what the prognosis might be. None of the 
members could answer. Subsequently a Cleveland obstetrician, Dr. W. R. Barney, 
informed me that spider nevi occur in perhaps 1 in every 20 or 30 obstetric patients 
and that the lesions practically always clear up. A few remain and can be removed. 
His opinion was verified by other local obstetricians. Increase in blood volume 
during pregnancy may have some bearing on the cause of this condition. 

Dr. Ricuarp L. Sutron Jr., Kansas City, Mo.: While going over the literature 
on dermatoses in pregnancy I found Dr. Costello’s excellent article (New York 
State J. Med. 41:849, 1941) in which he discussed many of the things that occur 
in pregnancy. One point I should like to bring out is the occurrence during 
pregnancy of pruritus which is not due to contact dermatitis. This pruritus may 
be recurrent with repeated pregnancies. It may be so serious that the obstetrician 
(Stander, H. J.: Williams’ Obstetrics, ed. 8, New York, D. Appleton-Century 
Company, Inc., 1941, p. 580) may consider it justification for terminating the 
pregnancy, and obstetricians are very conservative indeed in this respect. It may 
be related to habitual abortion, and the patients are relieved of itching only by the 
end of the pregnancy. I have seen one instance of pruritus of this sort relieved 
by methionine given empirically. During pregnancy there is a tremendous increase 
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of estrogen, to which thyroxin is antagonistic, and endocrine imbalances are com- 
mon, the need for thyroid being increased by pregnancy and its supply being some- 
times inadequate. Parenthetically, dermatologists cannot tell obstetricians much 
about hormones, for obstetricians are well informed regarding them and can usually 
teach the dermatologist. But thyroid is frequently desirable, and its use may relieve 
itching in some cases. The hypoproteinemia which is normal in pregnancy may be 
considerable, and the low level of blood protein may be related to pruritus ; compare 
Dr. Guy’s description of nutritional eczema (ArcH. DeRMAT. & SyPuH. 57:822-828 
{May] 1948) and the improvement of patients by feeding them well. I must say 
to Dr. Corson that while women are in the age group of pityriasis rosea, between 
20 and 30, they are likely to be pregnant a large portion of the time. 

Dr. G. MarsHALt CrawrorpD, Brookline, Mass.: I wish to thank the various 
discussers for their comments. Lupus erythematosus seems to have brought out the 
largest number of queries. In a twenty year period there were only 3 cases at the 
Lying-In Hospital. Two of those women had the subacute disseminated type of 
the disease; 2 of them died. One had an exacerbation probably due to exposure 
to the sun, and the other had one unrelated to the sun with more acute dissemination 
when she was about six weeks pregnant. This dissemination subsided with prolonged 
therapy. The first patient presented another exacerbation at the eighth month and 
gave birth to a dead child, and she subsequently died with an exacerbation about 
five years later. The second patient died during or shortly after delivery, but the 
child survived. The third patient had an uneventful course. We also had 3 office 
patients with the disease. One with the chronic discoid variety has had three preg- 
nancies and experienced no effect therefrom. The other 2 had chronic disseminated 
disease, and 1 was of minimal extent. I have watched 1 of these women through 
two pregnancies and the other through three, and they got along without trouble. 
Our observations suggest that for the acute or subacute types of disseminated lupus 
erythematosus pregnancy is not a good omen. 

There appears to be an absence of prurigo gestationis in our series, but there 
are a few cases in the office group. I agree with Dr. Cummer regarding spon- 
taneous recovery from multiple vascular nevi of pregnancy. It is not correct to 
classify all skin diseases that occur during gestation as skin diseases of pregnancy. 
There was but 1 case of mycosis fungoides in the entire survey; the condition 
became much worse during the third month, requiring an abortion. In reply 
to Dr. Ayres’s question regarding psoriasis, there was almost an even division; 
in half the patients the condition improved, and in half it became worse. I would 
like to suggest that dermatologists in other large centers collect similar material 
in maternity hospitals. 








DELAYED AND PERSISTENT DERMOGRAPHIA 
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AND 
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MONTREAL, CANADA 


E HAVE lately had occasion to observe an unusual case of 
chronic urticaria with dermographia; we were unable to find 
anything analogous to it reported in the literature. 


REPORT OF A CASE 


J. R., a 45 year old man of Scottish extraction, was first seen in the summer 
of 1945, presenting a generalized chronic urticaria. The family history and his 
childhood history were negative with regard to cutaneous or allergic disease. He 
could recall no skin trouble until 1936, when he had a widespread dermatitis of 
unknown cause and a generalized urticaria which started soon after the dermatitis 
had subsided. At that time his family physician removed his tonsils and did allergic 
tests, which were negative for food, inhalants and substances brought in contact 
with the skin in patch tests. Roentgenologic examination of the sinuses showed 
normal conditions, and no physical abnormality was found. The patient had 
since occasionally had a relapsing interdigital mycosis pedis. 

The urticaria persisted, appearing throughout the daytime, and often intensified 
at night. The patient observed no seasonal variations or any connection with 
food, with nervous upsets or with any other disease or infection. Friction of any 
kind, however, might be followed by an eruption of urticarial wheals in that 
vicinity, after a latent period of six or eight hours during which no lesions were 
apparent. Sitting on a hard chair would result in urticarial lesions on his but- 
tocks after several hours. Playing golf would be followed by edematous swelling 
of his hands, arms and thighs. Lesions were frequently found at his belt region, 
and over the shoulder when he carried a golf bag. Carrying a heavy suitcase 
would result in swelling of the palms. He noticed that after some part of his 
body had broken out, that area seemed to be more or less immune to further out- 
breaks for three or four days. The urticaria persisted with little change to the 
time of writing, and after this patient first came under our care in the summer 
of 1945, we observed repetition of the aforementioned phenomena on many occasions. 

Controlled stimuli also produced atypical reactions. Stroking of his skin 
with a tongue depressor resulted in a moderate dermographia which subsided 
partially after about twenty minutes and then increased gradually after about two 


* Caverhill-Rutherford Fellow in Dermatology. 
Pyranisamine (neoantergan®) was supplied by Poalenc Fréres, Montreal. 
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hours, to reach its maximum after six to eight hours; it was still present after 
twenty-four hours. Injection of histamine phosphate, 0.00001 mg. intradermally, 
resulted in a small wheal which subsided partially after thirty minutes but increased 
again after an interval of three hours, to reach its maximum after eight to ten 
hours, then resembling a large urticarial wheal of about 4 cm. diameter. Similar 
injections of acetylcholine, thiamine hydrochloride and saline solutions and other 
substances did not produce this phenomenon. The use of a blood pressure cuff 
to obtain a reading was followed eight hours later by, not a true dermographic 
lesion, but an eruption of discrete urticarial wheals in the area subjected to the 
pressure of the cuff. 

In short, various types of trauma were regularly followed by dermographia, 
persisting for about twenty-five hours. Antihistaminic drugs relieved the pruritus 
and diminished the size of the urticarial lesions without repressing them com- 
pletely. 

The patient was recently admitted to the Royal Victoria Hospital for a more 
extensive investigation. A complete physical examination revealed no abnormali- 
ties. Laboratory studies, including the blood count, routine determination of blood 
chemistry, tests for hepatic function and Wassermann tests of the blood, gave 
normal results. The histamine values in serum and plasma as well as the results 
of evaluation of histaminase were within normal limits. Urticaria could not be 
provoked by applying either heat or cold. 


INVESTIGATION 

Five groups of experiments were completed, as follows: 

Raising of a Dermographic Wheal—At 6:30 p. m. on the evening of the 
patient’s admission to the hospital, a single firm stroke was made with a tongue 
depressor, down the right side of the back. A typical dermographic reaction of 
red line, flare and wheal appeared within two minutes and persisted throughout 
the evening with only slight fading. The following morning it was still present 
in the form of a wider, more diffuse erythema with central elevated urticarial 
wheal. Throughout the day gradual fading and flattening occurred, until by 6:30 
p. m., approximately twenty-four hours after its production, the line had almost 
disappeared, although it was still visible and palpable (fig. 1). 

Raising of a Dermographic Wheal in Conjunction with Iontophoresis of an 
Antihistaminic Drug.—tIn these experiments the end of a wooden applicator stick 
was used with (a) strong pressure and (b) light pressure to produce two closely 
spaced, vertical dermographic wheals. These wheals were of relative lengths, such 
that a superimposed square ionization electrode overlapped the lower half of the 
strong wheal and the middle section of the light wheal. A 5 per cent aqueous 
solution of pyranisamine (neoantergan®) maleate was used as the antihistaminic 
drug, while tap water served as a control. Both were iontophorized with 16 
milliamperes through a 6 by 6 cm. zinc electrode in contact with 16 thicknesses 
of gauze, 8 by 8 cm., saturated with saline solution, and separated from the skin 
by an 8 by 8 cm. lint square saturated with the active ingredient. For pyranisamine 
the electrode was made an anode, and for the tap water it was made a cathode. 
The duration of iontophoresis was five minutes to each area. 

The first set of heavy and light strokes was made down the middle of the left 
side of the back (zero time). At 1 minute the electrode had been applied and 
iontophoresis of pyranisamine was started. At 5 minutes, wheals could be seen 
forming in the portions of the strokes above and below the electrode. At 6 minutes 
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the electrode was removed, displaying a clearly demarcated 8 by 8 cm. square of 
blotchy erythema completely interrupting the dermographic whea!s for the portion 
covered. The continuation of the strokes through the treated area was evident 
as a red flare slightly darker than the surrounding erythema due to the pyranisa- 
mine. At 10 minutes the wheals became barely visible and palpable throughout 
the length of the stroke, but the pyranisamine-treated portion was less distinct, 
flatter and less blanched than the remainder. At 24 minutes no definite inhibition 
of the wheals was noted. 

At 35 minutes, a second set of strokes was made through the pyranisamine- 
treated area, separated from the first set by about 6 cm. At 41 minutes wheals 
had appeared above, and to a lesser extent below, but with complete interruption 
in those portions of the strokes which crossed the pyranisamine-treated area. 
At 56 minutes, however, some whealing was evident in the lower half of the heavy 
stroke, which passed into the treated area. 





Fig. 1—A, photograph of dermographic wheal immediately after its forma- 
tion at site of stroke with blunt stick. 8B, photograph of same wheal, twelve 
hours later. C, photograph of same wheal taken twenty-four hours after its 
formation. 


A comparison of the two sets of wheals was made at the 75 minute mark. At 
that time the strokes made before iontophoresis were beginning again to show 
fading of the portions of the wheals within the pyranisamine-treated area, whereas 
the portions outside that area were definitely increased. The strokes made after 
iontophoresis showed an over-all diminution of the wheals, while retaining the 
same effect of complete inhibition in the light stroke only, where it traversed 
the pyranisamine-treated area. 








This trend continued during the next few hours, until at the 6% hour mark 
it was evident that the strokes made before iontophoresis were showing their 
maximum whealing outside the pyranisamine-treated area, with definitely less 
whealing inside that area. The outside light stroke wheal was, in fact, visibly 
and palpably more pronounced than the inside heavy stroke wheal. By com- 
parison, the set of strokes made after iontophoresis showed palpable whealing 
of the inside heavy stroke, none in the inside light stroke, and pronounced dermo- 
graphia in the outside portions of both hard and gentle strokes. 
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Throughout the next eight hours the aforementioned contrasts in intensity 
diminished as the wheals became more diffuse. The light stroke made after 
ionization gradually developed a flat wheal throughout its length. All strokes were 
represented by bright red, diffuse lines with irregular margins and some palpable 
dermographism throughout. At 14% hours some slight inhibition of the wheals 
in the iontophorized area was still palpable. The following morning, at 24 hours, 
the dermographic wheals had disappeared and were represented by only a residual 
faint red line. 

The experiments previously described were controlled by a parallel series of 
observations made conjointly on the right side of the back, iontophoresis of tap 
water in place of pyranisamine being used. A clearly demarcated square of 
uniform erythema was produced by the tap water ionization. Of the strokes 
made immediately before application of the electrode, the heavy stroke wheal 
showed no inhibition, while the light stroke wheal showed only slight inhibition 
in the tap water-treated portion. Slightly more pronounced inhibition was shown 
by both light and heavy wheals raised subsequent to the ionization. In no case, 
however, was the inhibition as definite as that recorded for the symmetrically 
located square of pyranisamine iontophoresis on the opposite side of the back. 
Moreover, the inhibition was much more transient on the tap water side, lasting 
for no longer than fifteen minutes, after which time the dermographism wheals 
throughout their length behaved in much the same fashion as has already been 
noted for the untreated portions on the pyranisamine side. 

Advantage was taken of this fact to test the effect of iontophoresis of an 
antihistaminic drug on dermographic wheals which had become fully developed. 
At about the 8 hour mark in observations on the wheals through the tap water 
area, the untreated portion of these wheals was subjected to iontophoresis of 
pyranisamine. Subsequent observations revealed no inhibition in either the heavy 
or the light wheals. 

As a further observation it was noted that a large confluent wheal developed 
at the site of the indifferent electrode on the abdomen, though none appeared at 
the active electrode sites on the back. 

Histamine Phosphate Pricked into Both lontophorised and Untreated Skin — 
The areas of skin subjected to iontophoresis were large enough to afford an 
opportunity to test its effect on histamine pricked into the skin at the same time 
that its effect on dermographism was being observed. At the 1 hour point in the 
aforementioned observations, a drop of histamine phosphate, 1:1,000, was placed 
on pyranisamine-treated skin, tap water-treated skin and untreated skin (at two 
points separated from the others by 6 cm.). Three pricks of a needle were then 
made through each drop into the skin (zero time). At 4 minutes a wheal was 
present in both of the untreated sites, there was no wheal in the pyranisamine- 
treated area and there was a small, apparently inhibited wheal in the tap 
water-treated site. At 12 minutes a very small wheal could be seen in the 
pyranisamine-treated site, and the one in the tap water-treated area had increased 
in size, although it was still not as large as the normal skin control wheals. Dur- 
ing the next fifteen minutes as the wheals became less distinct the differences in 
their sizes became less pronounced. Through most of that period, however, the 
pyranisamine wheal was smaller than the tap water one, which was itself smaller 
than the untreated controls. The flares surrounding the wheals could not be 
compared, they being completely masked by the erythema due to the iontophoresis. 
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Determination of Histamine Values in the Blood (A) Before and After Raising 
Body Temperature and (B) Before and After Stroking the Forearm.—Grant 1 
described a series of cases in which generalized whealing was produced by 
immersion of the feet in a water bath at 45 C. and covering of the rest of the 
body with blankets. This experiment was repeated on our patient, the body 
temperature being raised to 100.5 F. for twenty-two minutes. No urticaria was 
produced, however, nor was there any effect noted on two dermographic wheals 
which had been produced on the back just prior to immersion of the feet. The 
histamine value in the blood was 0.6 microgram per hundred cubic centimeters 
before and 1.0 microgram per hundred cubic centimeters after the warming. The 
values in plasma were both 0.3 microgram per hundred cubic centimeters. 

An additional dermographic experiment was carried out at the same time. Just 
before the feet were immersed, the left arm was congested by application of a 
blood pressure cuff at 80 mm. of mercury for three minutes; then the circulation 
was arrested by raising the pressure to 170 mm. of mercury (zero time). At 18 
minutes, when the forearm was still congested and cyanotic, it was stroked firmly 
with a blunt stick. A red line appeared immediately, but no flare developed. 
At 23 minutes the patient was removed from the warm water and blankets, and 
at 27 minutes the pressure cuff was released. In three to four minutes a number 
of large wheals developed at the site of the cuff, but the stroke on the forearm 
was only slightly palpable fifteen minutes later and remained so for several hours. 
At 4 hours after the stroke had been made its wheal was becoming more palpable 
while the wheals at the cuff area had disappeared. 

At this time a sample for blood histamine determination was taken from the 
left arm and a new firm stroke was made, parallel to the first and separated from 
it by about 5 cm. At 3 minutes, when a wheal was developed, a second sample 
for blood histamine determination was taken from that arm, and then a control 
sample was taken from the right arm. The values were 1.0, 1.0 and 2.0 micro- 
grams per hundred cubic centimeters, in order of taking. The values in the 
plasma were all 0.3 microgram per hundred cubic centimeters. 

Further observations made on these wheals are of interest. At 6 hours after 
the first stroke was made, its trend toward slow increase had produced a large, 
clearcut wheal, whereas the wheal following the second stroke was smaller, having 
risen quickly and then subsided. At 13 hours after the first stroke, however, a 
reversal of these trends was observed. The first wheal, though still palpable, 
was definitely subsiding, so that it appeared much smaller than the second wheal, 
which had increased again to show as large, clearcut and palpable, with some 
visible blanching in the central portion. 

At this same time an unforeseen reaction was noted on both arms, which 
showed an irregular redness and palpable urticaria over the deltoid insertion, 
and opposite on the medial aspect. These marks appeared to correspond exactly 
to finger and thumb pressure points of the patient’s hand grasp, which had been 
used in place of a tourniquet when the samples for blood histamine determinations 
had been drawn nine hours earlier. 

Blocking of Nerve Supply to a Limited Area of Skin, Followed by Dermo- 
graphia—A 2 per cent solution of procaine (novocain®) hydrochloride was 


1. Grant, R. T.; Pearson, R. S. B., and Comeau, W. J.: Observations on 
Urticaria Provoked by Emotion, by Exercise, and by Warming the Body, Clin. 
Sc. 2:253-272 (July) 1936. 
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injected subcutaneously along a transverse line on the upper anterior surface of 
the right thigh, and four minutes later an area of anesthesia comprising most 
of the anterolateral aspect of the thigh was mapped out by pinprick. At 6 minutes 
a firm stroke was made through this area with an applicator stick, followed 
immediately by a more gentle stroke with a tongue depressor about 4 cm. to one 
side. Similar control strokes were made on the left thigh. At 9 minutes there 
were well developed wheals at all four sites. No visible or palpable difference was 
observed in the portions of the wheals which traversed the anesthetic area, nor was 
there any difference between comparable wheals on the two sides. 

Observations during the next fourteen hours revealed essentially no change 
in the pronounced, clearcut wheals and flares which resulted from the heavy stroke 
on each side. The wheals from the light stroke gradually faded during the first 
few hours, to leave a residual red line. At no time was any inhibition of whealing 
noted in the anesthetic area. 

A noteworthy, though unforeseen, observation again presented itself. At 
the 3 hour mark a number of very minute, barely palpable, discrete red papules 
were noted over the anterior portion of the right thigh, spaced several centi- 
meters apart. These spots increased in number and brilliance during the next 
hour and were confined roughly to the anesthetic area. It was then realized 
that they must represent the individual sites of the pinpricks made four hours 
earlier in mapping out the anesthetic area. These minute papules persisted with 
some fading during the next several hours, and some were still present when 
a final observation was made fourteen and one-half hours after the pricking. 

On completion of this investigation the patient was discharged from the hos- 
pital. Histamine desensitization, which had been started some months previously, 
was continued, supplemented with administration of thiamine hydrochloride. We 
realize the theoretic objections against such procedures since antigenic properties 
of histamine phosphate have not yet been demonstrated and the existence of 
histamine haptens has not been proved beyond doubt. We have found, however, 
that weekly injections of increasing doses of histamine phosphate and also of 
thiamine hydrochloride have been successful in a large series of cases of chronic 
urticaria and dermographia. Consequently, intradermal injections of histamine 
phosphate, 0.1 cc., were given weekly, starting with a dilution of 1:1,000,000 and 
increasing gradually to one of 1:1,000 over a period of several months. Con- 
comitant injections of thiamine hydrochloride followed a similar schedule of 
gradually increasing dosage. 

While this treatment was continuing, another unusual phenomenon was 
observed. A strenuous game of golf was followed twelve to fourteen hours later 
by an outbreak of urticaria along the line of pressure of the straps of a golf 
bag which the patient was carrying (fig. 2). The urticarial wheals coalesced to 
form a hard diffuse swelling, and in the center of this area a number of clear 
vesicles of 2 to 7 mm. diameter were seen. It was our impression that these 
vesicles were due to tension within the urticarial region. The histamine content 
of the vesicle fluid was 5 micrograms. The patient recollected that such vesicles 
had occurred on previous occasions in response to trauma. 

The desensitization treatment as outlined resulted in some initial improve- 
ment, but during a flare-up of an interdigital mycosis the patient’s skin became 
more reactive again and the dermographia was more persistent and troublesome. 
Topical therapy cleared up the infection, and injections of trichophytin were added 
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to the other desensitization schedules. A repetition of a complete allergic examina- 
tion revealed no positive reactions on scratch tests or intracutaneous tests to 
either food or inhalants. 

Some of the reactions previously described as peculiar to this patient have 
since been modified by the treatment, and he has experienced considerable relief. 
Mild irritations are no longer followed by dermographia. He can play golf 
with little or no discomfort ensuing on the following day, and urticarial swelling 
of the feet has not occurred for some time. Moderate pressure in stroking with 
a tongue depressor does not cause reactions; but a heavy stroke is still followed 
by dermographia, which now subsides in four to six hours. 








Fig. 2.—Photograph of lateral aspect of left elbow, showing urticariovesicular 
reaction to pressure of golf bag strap. This reaction appeared after a latent 
period of twelve hours. 


COM MENT 


From the history, observation and experimental investigation, it 
appears that the patient is suffering from chronic urticaria and dermo- 
graphia caused by friction or pressure and reaching its maximum after 
eight hours, with persistence up to twenty-four hours after application 
of the trauma. Heat and cold are not instrumental in bringing about 
this phenomenon. His blood histamine values are low, and we could 
not demonstrate any pronounced increase while the eruption was occur- 
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ring. Psychosomatic factors did not appear to play a direct role, and 
their possible indirect influence could not be definitely assessed. We 
have no explanation for this phenomenon. 

Urbach * mentioned in a passing remark in his textbook that a late 
urticaria due to friction may occur. Grant’ described a group of 
6 cases in which urticaria factitia was not displayed but in which urti- 
carial attacks were regularly induced by emotion, exercise or warmth— 
all features not applying in our case. Grant noted that during body 
warming his patients showed more profuse whealing at the site of a 
blood pressure cuff applied at only 60 mm. mercury, the wheals develop- 
ing after removal of the cuff. He further stated: 

We have also repeatedly seen intensification of whealing on any part of the 
body subjected to pressure while the legs are warmed; for example, whealing is 
more profuse where the patient has leaned against a chair, and where the skin 
has been pressed on by closely fitting clothing. 


This occurrence was explained as probably due to reduction in the local 
blood flow at the site subjected to pressure, so that the released sub- 
stance causing the wheals was concentrated, rather than being washed 
away by the circulation. The parallel observations noted for our patient 
may find partial explanation in some such mechanism. Again, Lewis 
and Grant * showed that if histamine is pricked into skin to which the 
circulation is greatly increased, the subsequent whealing is either abol- 
ished or greatly reduced. Our experiments with iontophoresis are 
confirmatory in this 1 case at least. Ionization of both pyranisamine 
and tap water solutions caused a pronounced erythema, and this 
increased local blood flow may have been partly responsible for the inhi- 
bition of the wheals which followed both stroking the skin and pricking 
in histamine. The more pronounced and persistent inhibition in the 
pyranisamine-treated area, however, may be attributed to the more 
specific antihistaminic activity of that drug. Baer and Sulzberger * 
observed a similar inhibition of dermographic wheals following inges- 
tion of an antihistaminic by mouth, while Cohen and Friedman ® 
reported inhibition of the whealing response to histamine introduced 
locally by iontophoresis in a series of allergic patients treated with 
progressively increasing subcutaneous doses of histamine azoprotein. 


2. Urbach, E., and Gottlieb, P. M.: Allergy, New York, Grune & Stratton, 
Inc., 1943, pp. 431-432. 

3. Lewis, T., and Grant, R. T.: Vascular Reactions of the Skin to Injury: 
The Liberation of a Histamine-Like Substance in Injured Skin; the Underlying 
Cause of Factitious Urticaria and of Wheals Produced by Burning; and Obser- 
vations upon the Nervous Control of Certain Skin Reactions, Heart 11:209-265 
(May) 1924. 

4, Baer, R. L., and Sulzberger, M. B.: Effect of Pyribenzamine on Dermato- 
graphism (Urticaria Factitia), J. Invest. Dermat. 7:201-206 (Aug.) 1946. 

5. Cohen, M. B., and Friedman, H. J.: Immunity Against H-Substance, J. 
Allergy 15:245-248 (July) 1944. 
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Comparison of the behavior of the two wheals raised on the left 
forearm suggests the possibility that the phenomenon of refractoriness 
of the vessels, as originally described by Lewis and Grant,® was in opera- 
tion. According to this concept, the urticarial reaction depends on 
development of increased permeability of the vessels—a property which 
disappears under conditions of circulatory arrest maintained for fifteen 
minutes or more. Grant stated, more specifically, that arrest of the 
circulation for fifteen minutes prevents the appearance of a wheal fol- 
lowing stroking. This concept might be applied to the fourth experi- 
ment to help explain the slowly developed and long sustained wheal 
in response to the first stroke on the ischemic left forearm. It does 
not, however, shed any light on the rise, and fall, and repeated rise 
of the wheal in response to the second stroke on the same arm. Nor 
is there any obvious link with the completely delayed dermographic 
response to pinprick and to the pressure of a hand grasp on the 
upper arms. 

In general, the reactions leave the impression of caprice rather than 
of simple, predictable physiologic mechanisms. 


SUMMARY 
1. A case is reported of both persistent and delayed dermographia, 
—— in the same person. 
2. Prolonged inhibition of dermographia was demonstrated after the 
iontophoresis of pyranisamine. 
1414 Drummond Street, Montreal, Canada (Dr. Kalz). 
317 Main Street, Hamilton, Ontario, Canada (Dr. Bower). 
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HE DERMATOLOGIC literature abounds with reports of leuko- 
plakia buccalis.1_ Many have written on electrogalvanism in the 
mouth,” but few * have stated that they have observed cases of leuko- 


Read at the Sixty-Ninth Annual Meeting of the American Dermatological 
Association, Inc., Hot Springs, Va., May 25, 1949. 
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(March 11) 1933. (7) Lain, E. S., and Caughron, G. S.: Electrogalvanic Pheno- 
mena of the Oral Cavity Caused by Dissimilar Metallic Restorations, J. Am. Dent. 
A. 23:1641 (Sept.) 1936. (7) Lain, E. S.; Schriever, W., and Caughron, G. S.: 
Problem of Electrogalvanism in the Oral Cavity Caused by Dissimilar Dental 
Metals, ibid. 27:1765 (Nov.) 1940. 


3. Hollander, L.; Permar, H. H., and Shonfield, L.: Leukoplakia of Oral 
Mucosa, J. Am. Dent. A. 20:41-56 (Jan.) 1933. Hollander, L.: Galvanic Burns 
of the Oral Mucosa, J. A. M. A. 99:383 (July 30) 1932. Ullmann, K.: Electro- 
galvanic and Hypercholesterolemic Leukoplakias as Idiopathic Forms, Ztschr. f. 
Stomatol. 34:65 (Jan.) 1936. Vilanova, X.: Electrogalvanic Stomatitis and 
Leukoplakias Due to Endobuccal Polymetalism, Med. espafi. 12:363 (Oct.) 1944. 
Touraine, A.: Electrogalvanic Stomatitis and Leukoplakias, Presse méd. 46:313 
(Feb. 26) 1938; Rev. de stomatol. 40:145 (March) 1948. Touraine, A., and 
Baudouin, A.: Electrogalvanic Leukoplakia—Case with Cancer, Bull. Soc. franc. 
de dermat. et syph. 44:2966 (Dec.) 1937. Fitzwilliams, D. C. L.: The Tongue 
and Its Diseases, New York, Oxford University Press, 1927, pp. 149-162. 
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plakia due to electrogalvanism in the mouth. The reports of Hollander, 
Ullman, Vilanova, Touraine and Baudouin, Lain and Caughron, Fitz- 
williams and others who stated that they had studied cases of leuko- 
plakia due to electrogalvanism have not appeared conclusive to us. 

Only those cases of clinical leukoplakia that were confirmed by a 
microscopic diagnosis have been considered by us to be true leukoplakia. 
This requirement eliminated 3 cases of lichen planus limited to the oral 
cavity and cases that seemed to be more compatible with senile changes 
than with true sharply marginated leukoplakia. This report is based on 
15 cases of leukoplakia. 

The fact that electrical potential differences between metallic dental 
restorations exist in the oral cavity seems to be uniformly accepted, but 
doubt has been expressed, by Solomon, Reinhard and Goodale,* as to 
whether or not there is a continuous flow of current. 

The Weston microammeter used by Lain and the microgalvanometer 
used by Solomon and his co-workers had inherent disadvantages. They 
required the withdrawal of so much electrical charge by the instruments 
that polarization resulted and any reading dropped almost to zero in a 
few seconds. The measurements, however, did show that there was a 
difference of potential between metallic restorations, although no accurate 
measurements of electromotive force, or of current flow, could be made. 
The inherent difficulty of this biophysical problem so interested Schriever 
that he continued study of the problem and developed methods of 
measurement which overcame these disadvantages. 

Schriever and Diamond, of the Department of Physics and Depart- 
ment of Biochemistry of the School of Medicine, respectively, of the 
University of Oklahoma, recently attacked this problem by the use of 
instruments which do not require continuous current but which will 
accurately determine the potential difference between two dental restor- 
ations, with or without 1,000,000 ohms resistance shunted across them. 
They first used such methods in the late fall of 1948 to determine the 
potential difference between metallic restorations, both when the 
restorations were bathed in saliva and when the restorations were dry. 
The latter potential difference is the electromotive force generated at the 
bone-fluid-restoration contacts. The electromotive force due to the saliva- 
restoration contacts was calculated from the data. The method and the 
data secured in a large number of oral cavity cases will be the subject 
of a paper this year by Schriever and Diamond; this research has been 
made possible by a grant from the Dental Branch, Medical Sciences 
Division of the Office of Naval Research. 


4. Solomon, H. A.; Reinhard, N., and Goodale, H. I.: The Possibility of 
Precancerous Oral Lesions from Electrical Causes, Dental Digest, April, 1933. 
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In those oral cavities exhibiting true leukoplakia, measurements of 
the electrical potential differences between different pairs of restorations 
were made. The average maximum electromotive force due to the saliva- 
restoration contact was 0.47 volt, and that due to the bone-fluid- 
restoration contact was 0.45 volt. These are considerably larger than 
the average electromotive forces found in oral cavities with dissimilar 
metals but without leukoplakia. The average electric current through 
a pair of restorations was approximately 0.1 microampere. This again 
is larger than the average for oral cavities which did not have leukoplakia. 

There is no evidence that a current of this magnitude will produce 
any destruction of tissue. There should be some explanation for sub- 
jective and objective symptoms in those patients who get relief from such 
symptoms when certain restorations are removed. The incidence of 
subjective and objective symptoms is small in comparison with the 
number of persons who have pairs of dental restorations composed of 
different alloys. 

If one accepts the fact that the current between dental restorations is 
too small to do direct damage, the possibility of toxicity to the various 
metals in the alloys used in restorations is to be considered. In dental 
restorations no pure metal is used, except the rarely used pure gold 
foil (24 carat gold foil). 

The average composition of fifty-one dental amalgam alloys tested 
by the Bureau of Standards in 1938 was as follows: silver, 68.43 per 
cent; tin, 26.33 per cent; copper, 4.23 per cent, and zinc, 1.04 per cent. 
The ranges were these: silver, 66.7 to 74.3 per cent; tin, 25.3 to 27.7 
per cent; copper, 0 to 5.2 per cent, and zinc, trace to 1.7 per cent. 
Confusion as to the relative amounts of silver in an alloy or in a restora- 
tion may be prevented by remembering that the word “alloy” refers to 
the unamalgamated particles and the word “amalgam” refers to the 
amalgamated material, that is, alloy plus incorporated mercury. This 
process of adding mercury changes the percentage content of silver, 
tin, copper and zinc to one-half the values previously stated and brings 
the mercury content to approximately 50 per cent. 

The average chemical composition of 21 gold alloys used for casting 
inlays was as follows: gold, 70.8 to 94.7 per cent: silver, 0 to 17.3 
per cent; copper, 0 to 9.4 per cent; platinum, 0 to 8.2 per cent; zinc, 
0 to 1.4 per cent, and nickel, 0 to 0.15 per cent. 

Wrought gold alloys for wire contain as many as nine different 
metals, with a content of platinum as high as 18 per cent and of palladium 
up to 8.9 per cent. 

Dental cements contain zinc phosphate, copper phosphate, silicates or 
a combination of these chemicals. 

These facts make it difficult to suspect any one metal or combination 
of metals of being toxic in nature. The toxic theory implies that everyone 
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having such metal alloys in the mouth should have some type of toxic 
reaction, and this does not appear to be true. The accepted chemical 
laws of electrolytic dissociation explain how the metallic ions could 
come from the alloys. A brief review of this theory seems necessary 
to a better understanding of the reason why the metals could become a 
factor in producing subjective and objective symptoms in the mouth. 


REVIEW OF ELECTROLYTIC DISSOCIATION THEORY 


The conduction of electricity by pure water, the universal biologic 
solvent, is very slight. There are neither free electrons, as with metals, 
nor enough free ions, as with molten salts, to make the conductivity 
appreciable. Aqueous solutions of many substances, especially organic 
compounds such as sugar and alcohol, are also poor conductors. On 
the other hand, solutions of most acids, bases and ail salts conduct 
current quite well. For this reason these substances are called electro- 
lytes. 

In the solid state sodium chloride consists of positively charged 
particles, or sodium ions, and negatively charged particles, or chloride 
ions. In aqueous solutions the electrostatic forces which bound these 
oppositely charged ions together in the crystal are weakened and the ions 
dissociate. These charged ions are then free to move in the solution 
under the action of an impressed electromotive force. The solution 
conducts current. 

The same facts apply to nearly all salts, which are consequently 
called strong electrolytes. Mineral acids and bases act in an analogous 
manner. Mercuric chloride is an exception. It is not ionic in the solid 
state, and in solution it contains the mercuric ion, the chloride ion and 
very appreciable concentrations of the molecular species, HgCl,. The 
latter un-ionized molecules do not conduct current. They are not 
charged particles, and the conductivity of such a solution is reduced. 
Such substances are called weak electrolytes, and they include many 
organic acids and bases. 


DISPOSITION OF IONS IN THE HUMAN BODY 


The chemical combination by which these metallic ions are held within 
the cells of the oral mucosa is not known, although it is known that 
metallic protein complexes exist in the body. The next question that 
presented itself was, how does the human organism handle ions in 
general? Ions are distinct entities and are treated as such by the 
organism, especially if they are normal ions. The acidifying diuretics 
offer an excellent example. The urea normally found in the urine is due 
to the conversion of the amino groups of the amino acids of proteins by 
the liver. It is therefore, to a large extent, a reflection of protein 
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catabolism. In the tubules of the kidney, these amino groups are 
excreted into the urine as the ammonium ion in order that electro- 
neutrality may be maintained by supplying of positive ions to balance 
the excess negative ions excreted during conditions of acidosis. Because 
of this renal action the sodium ion, Na+, is conserved in the body. 

When ammonium chloride is ingested as an acidifying diuretic, the 
constituent ions, the ammonium ion and the chloride ion, are absorbed 
freely by the intestinal mucosa. The ammonium is toxic and is converted 
by the liver to urea, which is excreted in the urine. This urea does not 
come from protein catabolism. The kidney selectively excretes the 
excess chloride ion and synthesizes the ammonium ion in the tubules 
from amino groups. As a result the urea in the urine comes from two 
sources, the conversion of the ingested ammonium ion and _ protein 
catabolism. 

When calcium chloride is ingested, the intestinal mucosa readily 
passes the chloride ion and rejects a large proportion of the calcium ion, 
which appears in the feces. The excess calcium ion which is absorbed 
appears in the urine after being rejected by the kidney. Again the 
excess chloride ion appears in the urine together with the ammonium 
ion synthesized by the renal tubules. Now, however, there is less urea 
in the urine than there was when ammonium chloride was taken, since 
there is no conversion of the ammonium ion by the liver into urea. 

In Addison’s disease there is lack of the hormone of the adrenal 
cortex. It is well known that the renal tubules are then unable adequately 
to reabsorb the sodium ion. On the other hand, there is increased 
reabsorption of the potassium ion. 

The concentration of the chloride ion in body fluids is normally quite 
constant. The plasma average is slightly above 100 milliequivalents, 
or 355 per hundred cubic centimeters. When the concentration is 
expressed in milliequivalents, the number of particles, or in this case, 
ions is indirectly indicated. After ingestion of bromide ion the chloride 
ion is partially excreted and replaced by the bromide ion. The plasma 
content of total halide ions steadies at 100 milliequivalents; i. e., the 
total number of halide ions remains constant. Small amounts of 
bromide ions appear in body secretions, as sweat, tears, bile, saliva and 
gastric juice. 


SPECTROGRAPHIC INVESTIGATIONS OF TISSUE 


Lain and associates 8) reported a spectrographic study on 4 cases 
of leukoplakia, 1 of which was of leukoplakia limited to the lower lip. 
Although they had no controls, they did find that the tissue examined 
showed what they considered to be abnormal amounts of calcium, phos- 
phorus, magnesium, boron, copper and silicon. 
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We have been unable to find any data on the normal spectrographic 
observations of the tissues of the mouth. Gaul ° wrote several articles on 
the spectroscopic findings of silver, gold and lead in the skin and tissues 
after injection of silver arsphenamine, gold and lead. Boku ® reported on 
spectographic studies on the deposition of bismuth and lead in organs 
of the oral cavity of rabbits after administration of bismuth and lead 
compounds. He found that lead was deposited in teeth, alveolar pro- 
cesses, Saliva, submaxillary glands, tongue and gums, in the order 
named. He observed that the deposits were heavier when the injections 
are carried out over a long period. 

Qualitative analyses have been performed on ten specimens of leuko- 
plakia tissue by spectrographic methods. A specimen of mucous mem- 
brane and tongue from a patient without any dental restorations was 
used as a control. 

The spectrums were obtained by vaporizing the samples in a high 
voltage alternating current arc.*. For this purpose the samples were 
packed into a cavity bored into the lower electrode. The electrodes 
were regular grade spectrographic carbons mounted in brass holders. 
The samples were arced to destruction, which required about two to three 
minutes. The spectrograms were taken with the Hilger E-1 quartz 
prism spectrograph at the University of Oklahoma. Three spectrums 
were taken at each setting. One was of an iron arc for reference wave- 


length. Next the sample was arced, and then a spectrum-was taken 
of the carbons alone, new carbon electrodes being used each time. The 
spectrograms were examined for the presence of metallic elements com- 


monly used in dentistry. 

Two exposures made on the normal tissue indicated that copper was 
the only metal used in dentistry that was present in any appreciable 
amount. Extremely small traces (order of 10% per cent or less) of 
zinc, silver, nickel and aluminum were found. The copper and aluminum 
may have been entirely due to:the carbon electrodes, which contain small 
amounts of these elements. Copper appeared in all the samples investi- 
gated. Since copper appears in the electrodes and apparently also in 


5. Gaul, E.: The Importance of the Spectrograph in Establishing the Diag- 
nosis of Argyria, in Spectroscopy in Science and Industry, New York, John 
Wiley & Sons, Inc., 1938. 

6. Boku, M.: Spektrographische Untersuchungen iiber die Ablagerung von 
Wismut und Blei in den Organen der Mundhohle von Kaninchen nach Verabreich- 
ung von wismut- bzw. bleihaltigen Medikamenten, Jap. J. M. Sc. (IV. Pharma- 
col.) 14:115 (Aug.) 1941. 

7. Duffenback and Thompson: Proc. Am. Soc. Testing Materials 36 (pt. 2): 
310, 1936. 
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normal tissue,> a quantitative analysis would have to be performed to 
detect any excess over the normal amount. This has not been done in the 
present investigation. Silver was found in abnormal strength in four of 
the samples and in traces in the remaining six. Tin was completely 
missing from five and present in extremely small traces in the other 
five. Zinc was found in very small traces in all the samples, but the 
indication of its presence was never strong enough to be considered 
abnormal. No trace of mercury, gold or platinum was found in any 
sample; for mercury the method used may not be suitable. Cadmium 
was found in considerable strength in one sample but was missing from 
the others. Nickel appeared in seven samples and was missing or very 
faint in the others. Lead appeared in eight samples but only in small 
traces in four of these. It was missing from two samples. Inasmuch 
as the electrode holders are nickel plated and contain large amounts of 
lead, tin and zinc, it is not possible to ascribe the presence of these 
elements in the spectrums definitely to the samples. It is planned to 
investigate this point further after modification of the setup. 


SOURCE OF ABNORMAL TASTE IN THE PRESENCE OF DENTAL 
ALLOY RESTORATIONS 


Taste is an excellent example of the fact that the organism treats ions 
as entities. In adults taste is confined to the dorsal surface of the 
tongue, the soft palate, the epiglottis and the beginning of the gullet. 
The tip of the tongue is abundantly supplied with taste buds, but the 
center of the dorsal surface of the tongue and the inside surfaces of the 
cheeks have no taste buds. 

In sour substances we taste the hydrogen ion. In general, the greater 
the number of ions present, the sourer the taste. In the case of weak 
acids the undissociated molecules and the anions contribute to the 
over-all taste effect. Sourness is an immediate sensation connected 
with the taste buds. 

An electric current applied to the tongue induces a sour taste. This 
is said to be due to the hydrogen ions released by electrolysis and to the 
direct stimulation of the receptors by the electric current. A constant 
current has been reported as causing a metallic taste, while an alternating 
current of low frequency and intensity applied to the tongue gives 
a sour taste. As the frequency and intensity change a bitter taste is 
evoked. A solution of silver nitrate or of mercuric chloride in very 


8. Gerlach, W., and Gerlach, W.: Clinical and Pathological Applications of 
Spectrum Analysis, with Notes on Spectrography in Chemistry and Mineralogy, 
and Tables for Qualitative Analysis, translated by J. H. Twyman, London, Adam 
Hilger, Ltd., 1934, p. 57. 
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low concentrations will evoke a “metallic” taste which is said to be 
due to the Ag* or Hg** ions. But others deny the real existence of a 
special metallic taste. 

The average concentration at which 53 human adults first recognized 
a difference in taste between sodium chloride solutions and distilled 
water was 0.016 per cent. The average concentration at which they 
first definitely recognized the salty taste was 0.087 per cent.® 


THE THEORY OF ALTERED REACTIVITY TO METALLIC IONS AS A PROBABLE 
ETIOLOGIC FACTOR IN SO-CALLED “ELECTROGALVANIC 
LESIONS” OF THE MOUTH 

The possibility of altered reactivity of cells or the so-called “allergic 
theory” has been considered a possibility by the authors. 

Souder and Paffenbarger,’® working with the National Bureau of 
Standards, also raised the question of allergy. They wrote, “Since 
some individuals wear gold appliances in contact with Amalgam restora- 
tions without appreciable injury while others are not able to do so, 
the question of allergy of the individual arises.” 

There have been ample proved cases of contact dermatitis or allergy 
to metals when applied to the skin. It seems reasonable that such metal 
ions even in much weaker concentration but operating over a longer 
period on a tissue constantly moist with saliva and subject to repeated 
trauma might cause that tissue to become especially sensitive to them. 
It is rare that a person will have an altered reactivity to only one 
allergen and so we attempted to get a history of any known allergic 
reaction in the cases of leukoplakia studied. An allergic history was also 
elicited in another group of patients having metallic dental restorations, 
who complained only of subjective symptoms such as burning of the 
tongue, metallic taste or sour taste in the mouth or of objective symptoms 
of redness of the tongue with hypertrophy of the papillae and generalized 
congestion of the entire mucous membranes of the mouth and posterior 
portion of the pharynx. 

Among 10 persons with leukoplakia questioned about allergies, 4 
gave a history of one or more allergic reactions, such as hay fever, 
asthma and food or drug sensitivity. Of 20 persons who did not have 
leukoplakia but did have metallic dental restorations and had either 
subjective or objective symptoms in the mouth, 10 gave a history of one 
or more allergic phenomena. 


9. Richter, C. P., and MacLean, A.: Salt Taste Threshold of Humans, Am. 
J. Physiol. 126:1 (May) 1939. 

10. Souder, W., and Paffenbarger, G. C.: Physical Properties of Dental 
Materials, Circular C433, United States Department of Commerce, National 
Bureau of Standards, 1942. 
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The next step undertaken was to test the mucous membranes of the 
mouth with solutions of salts of metals to determine whether or not 
any appreciable reaction could be produced. For a test study tenth 
normal (0.1 N) solutions of zinc acetate and nickel acetate were used. 
The surfaces of the tongue and inner portion of the cheeks were dried. 
The zinc acetate solution was applied, with a cotton applicator, to the 
right side of the tongue and right buccal mucosa; in a like manner 
nickel acetate solution was applied to the left side of the tongue and left 
buccal mucosa. The test sites were observed after twenty-four and 
forty-eight hours. 

In only 1 instance in 10 cases of leukoplakia tested was there any 
subjective or objective symptom which could be interpreted as being 
positive. In this case, after twenty-four hours, there was increased 
erythema on the buccal mucosa of the right cheek where the patient had 
been tested with zinc acetate. This erythema was not noticeable after 
forty-eight hours. 


One person who did not have leukoplakia but had complained of a 
discomfort in the mouth since having had four new gold inlays, gave a 
strong reaction to nickel acetate on both the tongue and the buccal mucosa 
of the cheek. This reaction was characterized by edema, vesiculation 
and pain. She knew that she was sensitive to the nickel in the frames 
of her glasses and a wrist watch band. She had a positive reaction on 


the skin to a five cent coin strapped on her arm for twenty-four hours. 
It is appreciated that she was very sensitive to nickel, and her reaction 
in the mouth did not establish the fact that her subjective complaint 
was due to nickel ions from her restorations. It is quite possible that 
the tenth-normal solutions were far too weak to induce reactions that 
could be detected by the patient or the observers. The incidence of 
silver as the predominant metal found in the spectrographic study of the 
cases of leukoplakia suggests that silver should have been used in one of 
the test solutions. 
SUMMARY 


Microscopically proved cases of leukoplakia in patients with dis- 
similar dental alloy restorations have been studied. The electromotive 
forces caused by the dissimilar restorations and the amount of current 
through the restorations has been calculated from potential differences 
observed under appropriate conditions. 

The electrolytic dissociation theory has been briefly reviewed, and 
examples have been cited to show how the human organism deals in a 
selective way with ions. Spectrographic qualitative analysis of biopsy 
specimens in 10 cases of leukoplakia have been made. The metals that 
seemed to be present in abnormal amounts are reported. Much work 
remains to be done in the study of the chemical composition of normal 
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tissue, in the study of the mechanism and conditions of the deposition 
and in the further investigation of the metals whose presence in the 
tissues could not be definitely established in this exploratory study. We 
plan to continue this investigation over an extensive enough sampling 
so that definite trends may possibly be established. 

An allergic history was taken on the group having leukoplakia and on 
a group who had only subjective symptoms such as burning of the 
tongue and mucous membranes, sour taste, metallic taste and pain or 
objective symptoms of hyperemia of the tongue and mucous membranes, 
enlarged papillae on the tip and sides of tongue and superficial erosions 
in the mouth that did not conform to descriptions of aphthous stomatitis, 
geographic tongue, Vincent’s infection or other so-called oral clinical 
entities. 

The sides of the tongue and the buccal surfaces were tested with 
tenth-normal solutions of zinc acetate and nickel acetate. The strength 
of the tenth-normal solutions was probably too weak to provoke reactions 
except in very sensitive persons. 


CONCLUSIONS 
1. Measurable electromotive forces exist in the mouth in the presence 
of dissimilar metals, and there is a continuous flow of current between 
such restorations. 


2. The magnitude of the electric current is too small to produce 
any appreciable direct damage to the tissues in the mouth. 


3. The presence of abnormally large amounts of silver in four samples 
and of cadmium in one sample seems to indicate that metallic ions from 
dental restorations are deposited in tissues in the oral cavity. 

4. Patch tests made by local application of tenth-normal solutions 
of zinc acetate and nickel acetate suggest an altered reactivity of the 
tissue or an allergic reaction in 2 of the cases studied. 

5. The probability that altered reactivity, or allergic reaction, to 
metallic ions from the dental restorations will explain many of the 
subjective and objective symptoms of previously so-called electro- 
galvanic lesions seems reasonable. 

6. Altered reactivity to metallic ions from dental restorations is one 
possible etiologic factor in leukoplakia buccalis. 


510 Medical Arts Building. 


ABSTRACT OF DISCUSSION 


Dr. Donatp M. Piiissury, Philadelphia: As indicated, this is a preliminary 
report on an experimental study of a problem in which basic investigative work 
is greatly needed. In the short summary which Dr. Hazel has presented today, it 
has been impossible for him to do more than indicate the amount of work which he 
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and his collaborators have done. The methods involved are difficult, but the work 
has been done with adequate technical collaboration and with full realization of the 
possible sources of error. As the author has pointed out, there are no available 
data on the metals normally present in buccal tissue, and the authors realize the 
necessity of collecting such data before attempting to draw any conclusions from 
their present studies. I am glad to hear the presenters reject the hypothesis that 
the very small amount of electric current present in the mouth because of dis- 
similar metals is a cause of buccal disease. They state that the order of such 
currents is too small to make it likely that appreciable damage to tissue may 
result therefrom. This hypothesis has been a most interesting one, but I think 
it has gone too long without being subjected to definitive study, and many patients 
have had extensive dental reconstruction done on the basis of it. 

I am sure that we are all agreed that the mouth has remained something of a 
no man’s land in medicine. There are many disease conditions of the buccal tissue 
to which no very satisfactory name can be applied, and a still larger number for 
which we have no idea as to the cause. I am certain that a collaborative effort 
between a competent and interested clinician and scientists with knowledge of 
particular technics of study, which certainly exists in this presentation, will prove 
worth while. Useful information will eventually result from these studies, and I 
urge Dr. Hazel and his collaborator to continue them. 

Dr. LAWRENCE G. BEINHAUER, Pittsburgh: A few years ago, my associates 
and I presented before this society a paper on the spectroscopic analysis of gold 
in the skin. In the discussion of Dr. Hazel’s paper, I wish to mention a few 
experiences. First, I should like to ask him whether these patients with leuko- 
plakia had received previous gold therapy. We reported in our series that if a 
patient had received as little as a total of 50 mg. of gold, it could be detected by 
spectroscopic examination of the skin as long as ten years later. We noted that in 
cases of lupus erythematosus in which gold had been given intravenously or intra- 
muscularly we were able to detect the gold in the healed scar, but we do not feel 
that the gold was necessarily a factor in producing the scar. We have had a 
patient who acquired leukoplakia in the mouth during the administration of gold 
for lupus erythematosus in which spectroscopic analysis of the lesion revealed the 
presence of the gold in the tissue, but we do not contend gold was causative. Dr. 
Hazel did not mention whether the spectroscopic examination revealed the absence 
or presence of gold in the tissue. I feel that the spectroscope is of great value in 
studying diseases of this type and that further work should be encouraged. 


Dr. Ons G. Hazet, Oklahoma City: All persons who had had treatment with 
gold, bismuth or mercury preparations were rejected for this study. Time did 
not permit me to report all the work on the spectroscopic study. In no instance 
did we find gold, mercury, or platinum in the leukoplakia tissue. We do not 
know why unless the metallic ions which were found were more likely to be 
disassociated from the alloy than from the gold or platinum. The work of 
Boku deserves recognition in that he studied and reported the spectroscopic study 
in the mouth of rabbits after they had been given lead and bismuth preparations. 
He found that there was a tendency for the metal to be picked up first by the 
teeth, then by the alveolar processes and the submaxillary tissues. 

I appreciate the discussions. A new interest is needed and a better explanation 
for many of the symptoms of the mouth previously explained by electrogalvanic 
workings. 
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x IS a disease of the pilosebaceous apparatus, but the exact 
cause of the condition is not known. It is generally accepted that 
acne is associated with high levels of skin lipids, although it is not 
necessarily restricted to persons with obviously oily skins. While 
dietary factors have received consideration, the influence of foodstuffs 
on the normal lipid content of the skin has not been adequately studied. 
The intake of fats is, however, commonly restricted by physicians in 
the treatment of acne. This restriction has been overemphasized. Years 
ago Rosenfeld’ showed that increased carbohydrate intake increased 
surface lipids. Increased fat intake does not do so. Decreased fat 
ingestion did not lower the amount of skin lipids. Actually the reverse 
may be the case. Kuznitzky * also reported that the production of skin 
lipids is greatly increased by a diet high in carbohydrates. That sensi- 
tivity to certain foods may play a role in the etiology of acne has been 
suggested by Cormia* and more recently by Flood.t 


Bregman * postulated that the development of acne is dependent on 
two factors: first, hyperactivity of the parasympathetic system, leading 
to hypersecretion of the sebaceous glands, and, second, an insufficiency 
of the arrectores pilorum in the ability to handle the excessive amounts 


Read at the Sixty-Ninth Annual Meeting of the American Dermatological 
Association, Inc., at Hot Springs, Va., May 26, 1949. 
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of sebaceous material. According to this author, acne occurs only in 
those regions of the body where this combination of circumstances is 
found. 

Another theory of acne was expressed by Sutton,® who stated the 
opinion that the condition is a pustular lipidosis. According to this 
view, thyroid dysfunction is a contributing factor and a foreign body 
reaction to fat occurs in the skin. This theory has not been generally 
accepted. 

Infection is undoubtedly involved in some of the manifestations of 
acne. While much of it is secondary, the presence of the acne bacillus 
is evident. Engman Sr.’ always emphasized the importance of this 
organism. 

The relation between acne and the endocrine system is firmly estab- 
lished.* Production of the disease by the administration of androgens 
provides excellent evidence that compounds of this type are involved in 
the natural occurrence of acne. Wile and associates ® showed a pro- 
nounced difference in the ratio of androgen to estrogen in the urinary 
excretion of those with acne. Androgen is increased in both sexes. The 
hormonal influences in acne are so well recognized and extensive that 
they will not all be reviewed here. 

The literature of work done on skin lipids has been adequately 
reviewed by Kooyman,’® Diinner * and others.?* 

Despite the obvious relation between acne and the lipids of the skin, 
there is little information on the possible quantitative and qualitative 
changes in the lipids that may occur in this disease. There are several 
reasons for this lack of knowledge. 

In the first place, there is no general agreement as to methods for 
collecting samples for analysis. In the past, studies have been carried 
out on swabbings and similar extracts, on exfoliated epithelium, on 
comedos and on extracts of whole skin removed after amputation or 


6. Sutton, R. L., Jr.: Acne Vulgaris, Pustular Lipoidosis: Pathogenesis and 
Description of Efficient Method of Treatment, Urol. & Cutan. Rev. 43:670 (Oct.) 
1939. 

7. Engman, M. F., Sr.: Personal communication to the authors. 

8. Hamilton, J. V.: Male Hormone Substance: Prime Factor in Acne, J. 
Clin. Endocrinol. 1:570 (July) 1941. Geist, S. H.; Salmon, J. J.; Gaines, J. 
H., and Walter, R. J.: The Biological Effects of Androgen (Testosterone Pro- 
prionate) in Women, J. A. M. A. 114:1539 (April 20) 1940. 

9. Wile, U. J.; Snow, J. S., and Brodbury, J. G.: Studies of Sex Hormones 
in Acne, Arch. Dermat. & Syph. 39:200 (Feb.) 1939. 

10. Kooyman, D. J.: Lipids of the Skin: A Review, Arch. Dermat. & Syph. 
25:245 (Feb.) 1932. 

11. Diinner, M.: Influence of Physical Factors on Human Sebum Production, 
Dermatologica 93:249, 1946. 

12. Miescher, G., and Schénberg, A.: Untersuchungen iiber die Funktion der 
Talgdriisen, Bull. schweiz. Akad. d. med. Wissensch. 1:101, 1944. 
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at autopsy. Data obtained on material from the sebaceous glands them- 
selves would be extremely valuable, but there is no immediate hope for 
technics that would accomplish this objective. Consequently, most 
studies have been made on the lipids readily removed from the skin 
surface, as by swabbing. 

It is apparent that the amounts of lipid obtainable from human sub- 
jects by these procedures are extremely small, usually of the order of a 
few milligrams. The problem is further complicated by the fact that 
inherent errors are great in collecting samples of this kind and that 
variations from one person to another and from one time to another 
are very large. (The effects of temperature, pressure and other external 
factors on the production of sebum have received much attention in 
recent years.'*) 

Finally, specific chemical methods for the complete analysis of small 
samples of mixed lipids are simply not available. The material may be 
characterized to a certain extent, but the micromethods necessary for 
such work are only in the stage of active development. The chromato- 
graphic technic holds much promise for the separation of various con- 
stituents, as does molecular distillation; until some such preliminary 
fractionation procedures are applied, chemical work will be greatly 
hampered. 

Histochemical studies ** offer hope for further insight into the prob- 


lem, but they must be supplemented by chemical investigations of other 
kinds. 


The paucity of relevant data in the literature led to the present study. 
Its object was to search for differences between the skin lipids of normal 
persons and those of persons with acne. While complete chemical 
analyses could not be carried out within the scope of the work, there 
remained the possibility that a significant difference might be found by 
the empiric methods applied. 


MATERIALS AND TECHNIC 


For the reasons cited earlier, surface lipids were collected by swabbing the 
skin with fat-free cotton saturated with an alcohol-ether mixture. The areas 


13. (a) Emanuel, S.: Mechanism of the Sebaceous Secretion, Acta dermat.- 
venereol. 19:1 (March) 1938. (b) Kooyman, D. J.: Lipids of the Skin: Some 
Changes in the Lipids of the Epidermis During the Process of Keratinization, 
Arch. Dermat. & Syph. 25:444 (March) 1932. (c) Butcher, E. O., and Parnell, 
J. P.: Sebaceous Secretion of the Human Head, J. Invest. Dermat. 9:67 (Aug.) 
1947; (d) The Distribution and Factors Influencing the Amount of Sebum of 
the Skin of the Forehead, ibid. 10:31 (Jan.) 1948. 

14. Unna, P. G.: Histochemie der Haut, Vienna, Franz Deuticke, 1928. 
Melczer, N., and Demie, S.: Contribution on the Activity of Sebaceous Glands, 
Dermatologica 86:24, 1942. Montagna, W., and Noback, C. R.: Histochemical 
Observations on the Sebaceous Glands of the Rat, Am. J. Anat. 81:39 (July) 
1947, 
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swabbed included the face, the center of the chest and the regions back of the ears 
and over the shoulders. Several strokes were taken over each area with firm 
pressure; almost all specimens were collected by the same person, and most of the 
samples were taken at about. the same time of year. 

The subjects were young men and women, apparently healthy except for the 
acne. Persons receiving any form of chemical or physical therapy were excluded, 
as were those with cosmetics on the skin. Most samples were collected in the 
morning before the subjects had washed, so that a minimum of about eight hours 
had elapsed since soap and water cleansing. In all cases the time since washing 
was recorded so that recovery of the lipids after washing could be estimated. 

An attempt was made to study the endocrine factor by collecting samples of 
surface lipids from young women with acne at the time of menstruation and at 
the middle of the cycle. 

A few samples of comedos and vernix caseosa were examined by the methods 
described for the swabbed specimens. 

For most of the work, the individual cotton swabs were exhaustively extracted 
with alcohol, then with benzene and finally with chloroform. The combined extracts 
were evaporated to dryness, and the total lipid content of the sample was meas- 
ured by the weighing of the residue. Cholesterol was determined by the method 
of Schoenheimer and Sperry15 as modified by Sperry.16 

It was necessary to use pooled samples for measurement of absorption curves 
with infra-red and ultraviolet radiation. Data on infra-red radiation were obtained 
in the region of 2 to 15 microns with a Perkin-Elmer Model 12C spectrometer 
using a sodium chloride prism. The measurements for ultraviolet radiation were 
made in the range of 220 to 380 millimicrons, with a Beckman spectrophotometer. 


COMMENT 


There have been a number of attempts to find chemical changes in 
acne which might help to elucidate the metabolic disturbance in this 
disease. Strickler '* found no abnormality in general cholesterol metab- 
olism, and LeWinn *§ could not demonstrate any change in fat tolerance 
curves. The iodine number of whole blood showed no correlation with 
the clinical manifestations of the disease.’ Blood iodine has been found 
at normal levels,?? and Semon *' found only a slight change in glucose 
tolerance curves premenstrually. 


15. Schoenheimer, R., and Sperry, W. M.: A Micromethod for the Deter- 
mination of Free and Combined Cholesterol, J. Biol. Chem. 106:745 (Sept.) 1934. 

16. Sperry, W. M.: Personal communication to the authors. 
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(July) 1932. 

18. LeWinn, E. B., and Zugerman, I.: Fat Metabolism in Acne Vulgaris, 
J. Lab. & Clin. Med. 28:190 (Nov.) 1942. 

19. Epstein, N., and Glick, D.: Unsaturated Fatty Acids in Eczema, Arch. 
Dermat. & Syph. 35:427 (March) 1937. 
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The data presented here fail to demonstrate any chemical difference 
between the lipids of normal subjects and those of persons with acne. 
As indicated in the accompanying table, there is a significant increase 
in the amount of easily extractable surface lipid on the subjects with 
acne. The cholesterol contents of the lipids in the two groups did not, 
however, differ significantly. It is interesting to note that comedos 
contained about the same percentage of cholesterol as did the samples 


Skin Lipids and Their Cholesterol Content 
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_ Fig. 1—Periodic observations on the skin lipids and their cholesterol content 
after removal. Figures in parentheses indicate number of specimens. 


collected by swabbing, while the vernix caseosa had a much higher 
sterol content; this fact may indicate that the last-mentioned substance 
is something more than accumulation of sebum. 

Figure 1 shows the recovery of skin lipids after washing with soap 
and water. The interesting point is that immediately after washing 
the cholesterol content of the lipids is relatively high but that it drops 
to a normal level within very few hours. It would appear that non- 
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cholesterol lipids tend to be selectively removed during the washing 
process and that the normal composition is rapidly restored. Butcher '°¢ 
and Kooyman ** obtained similar results. 

While infra-red spectrometry is best suited to the study of variations 
among pure compounds, it appeared that some difference between the 
lipids from normal subjects and those from patients with acne might be 
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Fig. 2.—Absorption curves for infra-red radiation. 
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Fig. 3.—Absorption curves with ultraviolet radiation. 


brought out by this method. Curves in figure 2 show, however, that, 
within the limitations of the method, the specimens employed must be 
very similar. The absorption bands are not particularly distinctive, and 
no conclusions can be drawn as to the composition of the material. The 
single difference between the curves occurs at about 3.2 microns. 


22. Kooyman, D. J.: Personal communication to the authors. 
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Absorption in this region is ordinarily due to “associated hydroxyl 
groups,” such as occur in water, alcohols, fatty acids and other mate- 
rials. Although this difference was observed in duplicate samples of 
normal and acne lipids, it may nevertheless be an artefact, and no signifi- 
cance can be attached to it at this time. This point deserves further 
study. The absorption curves in the ultraviolet region, shown in figure 
3, do not indicate any difference between the samples. 

The absorption curves for infra-red radiation from lipids collected 
during the extreme stages of the menstrual cycle did not differ observ- 
ably. If differences do exist as a result of endocrine factors, they cannot 
be detected by this procedure. 

The data obtained here provide no real evidence for any chemical 
difference between the surface lipids in acne and those from normal skin. 
Further progress must await a more complete characterization of the 
normal lipids of the human skin. Chemical means of determining hor- 
mone content in these lipids should also be investigated. 


CONCLUSIONS 
1. Further evidence is presented that total surface lipids are inereased 
in persons with acne. 
2. The cholesterol content of the surface lipids does not change 
during acne. 


3. Absorption curves in the regions of infra-red and _ ultraviolet 
radiation fail to demonstrate any definite difference between the lipids 
from controls and those from patients with acne. 


441 Vine Street (2). 


ABSTRACT OF DISCUSSION 


Dr. Francis W. Lyncu, St. Paul: Kile has clearly pointed out the inade- 
quacies of our knowledge and noted that theories as to the development of acne 
have been almost completely unsupported by factual evidence. Our scant positive 
knowledge relates with the physiologic effects of testosterone, the disturbed 
estrogen-androgen ratio, and clinical observations on the inflammation-evoking 
effect of chocolate, and possibly other foods, in certain persons. These studies of 
Kile and Snyder demonstrate that the patient with acne possesses an increased 
amount of surface lipid. That this is not the cause of acne is attested by clinical 
observation of numerous patients with increased seborrheic activity in whom acne 
is not present. The authors’ studies also appear to show an absence of any dis- 
turbance in the cholesterol fraction of the surface lipids. They present only slight 
evidence of other qualitative change and no evidence of a relation with the men- 
strual cycle. In drawing conclusions from such studies it is to be remembered 
that the surface lipids derive partly from sweat as well as from sebum. 

What remains to be done as a reasonable contribution to knowledge of the 
lipid disturbance in acne? Improved technical procedures might teach us more, 
but we should not wait too patiently for their development by others. Present 
methods would be more satisfactory if larger amounts of material were available 
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for analysis. Would there not be some advantage in qualitative studies of pooled 
specimens from several swabbings on successive days? In general, the pooling of 
specimens from different persons may be undesirable because Hamilton’s studies 
showed that “individual susceptibility” is present, at least as concerns the pro- 
duction of acne by endocrine factors. There would be some justification for 
pooling of specimens selected according to age of the patients, since Rothman and 
his associates demonstrated qualitative changes in sebum from the scalp at puberty. 
Does the administration of endocrine agents lead to changes demonstrable by 
methods of the present study? Dietary influences may be relatively unimportant 
(since at least some fats can be synthesized in the body), but such factors should 
also be investigated. Even with today’s methods much could be done and no one 
can predict the relative importance of such contributions. 

I think the authors of this presentation deserve congratulation even though the 
positive results of the studies have not been startling. In the dimness of our scant 
knowledge of cutaneous physiology, each small contribution may be only a single 
candle light, but it is likely that it will be from more numerous candles, rather 
than from a single brilliant contribution, that we shall finally obtain sufficient 
light to identify the landmarks by which we shall advance. Dr. Kile’s apology 
for apparent inadequacy of the contribution will be even less necessary—in fact, 
completely unnecessary—under one condition: that we may soon receive a further 
contribution from him or his associates. 


Dr. MARTIN F. ENGMAN Jr., St. Louis: I shall confine my comments to skin 
lipids in acne, as requested. In the first place, I should like to say that this paper 
shows an enormous amount of work. The information presented may have great 
value in the future when more is known. There is one kind of acne that I wish 
to mention in connection with this paper. There are numerous women who use 
soap and water on their faces very seldom, if at all. They rub greases of various 
kinds into the skin. In many instances this practice results in a type of eruption 
on the face that may be considered one of the forms of acne. It is related more 
to the seborrheic acne than to acne vulgaris. The face is covered with fine folli- 
cular papules; usually they are very tiny, but in some instances they may be of 
moderate size or even become pustular. Often this type of acne can be cured by 
the use of soap and water alone. 


Dr. Roy L. Kiz, Cincinnati: There are innumerable procedures that might 
be done on the skin lipids if one had the time and equipment. Endocrine relations 
certainly need investigation. Until a better procedure is evolved we shall work 
with surface lipids. It is hoped that we may continue to investigate their chemistry. 











LYMPHOBLASTOMA CUTIS 
Report of a Case Treated with Nitrogen Mustard 
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ECAUSE reports in the literature of the use of the nitrogen mustards 

in cases of cutaneous lymphoblastoma are few, we feel justified in 

reporting the accompanying case which has been of interest to us because 

of the dramatic changes brought about, both clinically and histologically, 
after the administration of methyl-bis (-chloroethyl)amine. 

Many pathologists now consider lymphoblastoma as a generic term in 
which many single entities are encompassed: lymphosarcoma, lym- 
phatic leukemia, Hodgkin’s disease, giant follicular lymphoma (Brill- 
Symmer disease), reticulum cell sarcoma and mycosis fungoides. That 
these are all closely related is attested by the frequency of observations of 
more than one pathologic picture in the same patient ' and the apparent 
metamorphosis from one type to another, as from Hodgkin’s disease to 
giant reticulum cell sarcoma or from giant follicular lymphoma to 
reticulum cell sarcoma.” 

Many of these diseases have cutaneous manifestations. Leukemia 
cutis and mycosis fungoides are well recognized dermatologic entities. 
Reticulum cell sarcoma and lymphosarcoma involving the skin are 
reported less frequently.* Specific involvement of the skin is not too fre- 
cuent in Hodgkin’s disease. Howelborn, according to Kierland and 
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Montgomery,® found a total of but 68 cases reported in the literature 
up to 1932. Kierland and Montgomery,* in their review of the litera- 
ture, found that cutaneous lesions were associated with Hodgkin’s dis- 
ease in from 25 to 53 per cent of cases. Of Epstein and MacEachern’s * 
series of 445 cases of lymphoblastoma-leukemia, 43.5 per cent showed 
cutaneous involvement and but 10 per cent showed cutaneous involve- 
ment of a specific nature. Goldman,’ in an analysis of some 212 cases 
of Hodgkin’s disease, found the skin to be involved in 38 per cent of the 
cases. He listed five cutaneous manifestations: pruritus, nodules, 
exfoliative dermatitis, herpes zoster and ulcerated papules similar to 
scabies. Ulceration was the primary cutaneous finding in the case 
reported by Senear and Caro.* Because the interrelation of these dis- 
eases is not completely understood, the term lymphoblastoma seems the 
most acceptable for cases that are not well defined. 

In the treatment of the systemic manifestations of the lymphoblas- 
tomas nitrogen mustard is being used rather widely. Although some of 
the effects of mustard gas (dichlorodiethyl sulfide) on the elements 
of the blood and on blood formation have been known since the report 
of Krumbhaar * in 1919, it was not until the second world war gave added 
impetus to research on this and other vesicant gases that the nitrogen 
analogues of mustard gas were developed and studied. The original 
reports were held up until after the war, when Gilman and Philips § 
and Rhoads ® told of many of the studies completed and in progress at 
that time. Since then numerous reports concerning the chemistry, 
pharmacology and therapeutic effects of these preparations '® have 
appeared in the literature. 
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During this period but five reports of lymphoblastoma of the skin 
treated with nitrogen mustard have appeared. Henstell and Tober ™ 
first described its successful use in a single case of mycosis fungoides. 
There was no recurrence of symptoms after one month. Kierland and 
others '° reported the use of nitrogen mustard in 6 cases of mycosis 
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fungoides. In 4 of these the patients had become resistant to further 
roentgen ray therapy, and, although the authors thought it impossible 
to predict the duration of remissions, 1 patient did not require retreat- 
ment for a period of over four months. Philpott and associates '* reported 
a single case of mycosis fungoides in which therapy was discontinued 
aiter 3 injections because of a rapid drop in the thrombocyte count. 
Approximately two weeks after therapy, induration of the skin disap- 
peared and the patient no longer complained of itching. He left the 
hospital against medical advice and died several weeks later. The 
fourth report, by Osborne and co-workers,'* concerned the use of nitro- 
gen mustard in the treatment of 5 cases: there were 2 of mycosis fun- 
goides, in the first of which there was a pronounced but temporary 
remission and in the second there was a rapid recurrence which did 
not respond to roentgen treatment. A third patient, who had lymphosar- 
coma with involvement of the skin and who died from pneumonia twelve 
days after completion of therapy, showed no gross or microscopic evi- 
dence of lymphosarcoma at autopsy. In a case of Kaposi’s hemor- 
rhagic sarcoma there was no response to therapy. Osborne and 
associates’ fifth case was one of disseminated lupus erythematosus which 
underwent remission after the use of nitrogen mustard. Friedman and 
Stritzler *° found no significant changes in the cutaneous picture of an 
ulcerative mycosis fungoides even three weeks after the administration 
of nitrogen mustard. 

The original investigators herein cited found that the nitrogen mus- 
tards exerted their most profound toxic effects on highly proliferative 
tissue; a striking inhibition of mitosis is produced, so that cells in a 
premitotic phase are arrested in that stage.‘°” Larger doses may lead 
even to nuclear fragmentation and dissolution. 

The first tissues to show the cytotoxic action of the drug are the 
formed elements of the blood and the mucosa of the gastrointestinal 
tract. LLymphocytopenia occurs within twenty-four hours after the first 
injection, and this is usually progressive for six to eight days. This 
depression may persist for a much longer period. In fact, complete 
dissolution of lymphoid tissue has been produced in experimental ani- 
mals,?°" but the lymphocyte count usually returns to normal in two to 
three weeks. The monocytes tend to follow the course of the lymphocytes. 
The total leukocyte count declines for two to three weeks and is usually 


13. Philpott, O. S.; Woodburne, A. R., and Waldriff, G. A.: Nitrogen Mustard 
in the Treatment of Mycosis Fungoides, J. A. M. A. 185:631 (Nov. 8) 1947. 

14. Osborne, E. D.; Jordon, J. W.; Hoak, F. C., and Pschierer, F. J.: Nitrogen 
Mustard Therapy in Cutaneous Blastomatous Disease, J. A. M. A. 185:1123 (Dec. 
27) 1947. 

15. Friedman, R., and Stritzler, C.: Mycosis Fungoides Resisting Treatment 
with Both Nitrogen Mustard and Anti-Reticular Cytotoxic Serum, J. Invest. 
Dermat. 10:227, 1948. ; 
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accompanied by rather severe granulocytopenia. Symptoms of agranu- 
locytosis are apparently rarely seen. Recovery of myeloid elements is 
almost always complete in about two weeks after their maximal depres- 
sion. A reduction in thrombocytes frequently appears at about the third 
week, and hemorrhagic phenomena are not uncommon. The maximal 
decline in erythrocytes and hemoglobin appears in the first and second 
week and is proportional to the dose. Usually the fall does not exceed 
300,000 red cells and 1 Gm. of hemoglobin except in cases of primary 
polycythemia,’’® in which the effect is both more profound and more 
prolonged. The bone marrow may undergo a slow but severe depres- 
sion, leading to complete aplasia. Spitz ‘’4 expressed the opinion that 
the degree of hypoplasia is related to the total dose and rapidity 
of retreatment with nitrogen mustard. 

Because of their great effect on lymphoid tissue the nitrogen 
mustards have been used therapeutically in various lymphoblastomas. 
Most investigators now seem to feel that although these prepara- 
tions do not have curative properties and their effects are usually 
only temporary, they do have a place in the treatment of certain 
lymphoblastomas, especially Hodgkin’s disease of the disseminated 
paragranulomatous or granulomatous type. Heretofore their use has 
been confined: to a great extent to cases in which there has already been 
roentgen therapy, in many of which the lesions have become roent- 
gen ray resistant or have reached their tolerance. Remissions of four 
to eight months have been the usual experience. 

The method of administration in our case was similar to that 
employed by most: The patient was given 0.1 mg. of methyl-bis (B- 
chloroethyl)amine per kilogram of body weight intravenously daily for 
a period of four days. We obtained the drug in the white crystalline 
hydrochloride form which was dissolved in 10 cc. of sterile saline solu- 
tion and injected immediately and quickly into the tubing used with an 
already running infusion of saline solution. 

In a polar solvent nitrogen mustard undergoes an intramolecular 
cyclization forming an ethylenimonium cation which is highly active and 
will react readily with anions and uncharged nucleoproteins. The speed 
of this cyclization controls the speed and extent of the reaction with 
other materials. The reaction is probably complete within four to five 
minutes after the intravenous injection. Because this action will take 
place even in saline solution, the drug must be freshly prepared and 
injected immediately. 

REPORT OF A CASE 

R. L. W. (152-140), a 45 year old Negro, was first admitted to the University 
Hospitals on April 12, 1948. He stated he had been entirely well until 1940, when 
a routine employment examination had disclosed a positive serologic reaction. For 


this, he had received both intramuscular and intravenous therapy from his local 
physician. After about two to three weeks, a pruritic papular rash developed over 











BRIXEY-LAMB—LYMPHOBLASTOMA CUTIS 805 


the right arm and chest. The intravenous injections were discontinued, but the 
intramuscular medication was kept up for about two years. The rash spread 
gradually to involve the entire body and was accompanied by thickening and dark- 
ening of the skin. Pruritus remained intense. During this period, the patient noted 
some swelling of the nodes of his neck and groins, but there were no chills, fever, 
local pain or heat. He finally sought medical aid because of edema of the feet and 





—— 

















Fig. 1—A, view of the patient’s face before treatment, showing the papular 
nodules and furrowing of the forehead and face. B, view of the face four months 
after treatment, showing a decrease in nodularity and lichenification of the skin. 
There is now an increased growth of hair on the scalp as well as a mustache. 


ankles of about six weeks’ duration. This condition persisted despite a lack of 
cardiac or genitourinary symptoms. 

Examination revealed the patient to be a robust man weighing 179 pounds 
(81 Kg.). He did not appear ill or in pain. The skin was dry, leathery, decidedly 
thickened and scaly. Papular nodules could be seen over the forehead, the upper 
portion of the chest and the back. There was infiltration, lichenification and furrow- 
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ing of the skin of the face and ears giving a leonine appearance (fig. 14). A 
universal intense pruritus was confirmed by the numerous scratch marks. The 
hair was sparse over the scalp, eyebrows and face and almost completely absent 
over the chest and the pubis and in both axillary regions. There was generalized 
lymphadenopathy. The nodes were firm, discrete, rubbery, smooth and nontender, 
measuring up to 3 to 4 cm. in diameter (fig. 2). The lungs, heart and abdomen 











_ Fig. 2A, inguinal lymphadenopathy prior to treatment. B, inguinal region 
after treatment, showing pronounced decrease in size of the adenopathy. There 
is also decrease in size of the testes, as compared with 4. 


were normal; the spleen was thought to have been palpated by one examiner on 
one occasion only. No edema of the feet and ankles was present on admission. 
The laboratory data at the time of admission were the following: hemogram— 
14 Gm. of hemoglobin, 4,900,000 red blood cells and 20,000 white blood cells, with 
23 per cent neutrophils, 61 per cent lymphocytes and 11 per cent eosinophils. The 
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urine was normal except for a trace of albumin. The reaction of the blood to the 
Mazzini test was negative. Aspiration of sternal marrow was done on May 26, 
1948. The differential count was as follows: 
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This was interpreted as indicating a relative increase in lymphocytes and 
eosinophils at the expense of the neutrophilic series but was not considered diag- 
nostic of lymphatic leukemia. 

A roentgenogram of the chest showed the heart to be normal. The pulmonary 
fields were clear, and there was no evidence of hilar adenopathy. 

A biopsy specimen was taken from the face just prior to the patient’s admission 
to the hospital. Microscopic examination by Dr. Zola Cooper showed that a dense 
cellular infiltrate extended throughout the upper half of the dermis and about the 
hair follicles in the deeper portion of the corium. The sheaths of some of the hair 
follicles were invaded by the cells of the infiltrate. Most of these cells were 
lymphocytes and reticulum cells. Small groups of eosinophils were present. Mitotic 
figures were relatively numerous in the cells of the infiltrate. The epidermis was 
acanthotic and showed intercellular edema, but these changes were thought to be 
secondary to those in the dermis. The picture was that of a lymphoblastoma (figs. 
3 and 4). 

Microscopic examination of an inguinal lymph node by Dr. Béla Halpert dis- 
closed that much of the pattern was obliterated by an increase of the connective 
tissue stroma. Here and there broad bands of partly hyalinized fibrous connective 
tissue could be made out. There was an increase in the number of sinus cells. 
Scattered throughout there were minute focal areas of necrosis. About these areas, 
and elsewhere, eosinophilic granulocytes were numerous. Occasional large cells 
with indented or double nuclei of the Dorothy Reed type were seen. The picture 
was compatible with that of lymphoblastoma of the Hodgkin’s type. 

Treatment with nitrogen mustard was started on May 6, 1948. The first series 
consisted of four intravenous injections of 8 mg. of nitrogen mustard on each of 
the ensuing four days, for a total of 32 mg. The patient’s only toxic symptoms 
consisted of mild nausea, with no vomiting. He was able to eat his evening meal 
each day after having the injection in the morning. Variations in the peripheral 
blood picture are shown in figure 5. One rather late complication which may or 
may not have been due to the mustard compound consisted of thrombophlebitis 
of the left median cubital vein at the site of injection seventeen days after the last 
injection. This complication responded quickly to a stellate gangion block with 1 
per cent procaine. The patient’s hospital course was afebrile except for a mild 
elevation of temperature with the thrombophlebitis. 

Following treatment, a gradual but pronounced change could be noted in 
subjective symptoms and objective findings. The pruritus became less intense; 
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the lymph nodes diminished in size, so that they seemed to “melt away,” and a 
decrease in nodularity and thickening of the skin occurred. This was the patient’s 
condition at the time of discharge, May 31, 1948. 

Throughout the next six weeks he was followed at intervals in the outpatient 
department, where frequent examinations of the peripheral blood were made. 
Because of increasingly intense pruritus, a constant 2 plus to 3 plus pitting edema 
of the feet and legs and a rise in the white blood cell count (fig. 5), he was 


rehospitalized on July 6, 1948. 
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Fig. 3—Low power photomicrograph of section of skin taken before treatment, 
showing an extensive cellular infiltrate throughout the dermis; hematoxylin and 
eosin, X 85. 


An axillary lymph node, removed on July 17, showed some restitution of the 
normal architecture of the node. The peripheral sinus was apparent. A general 
reduction in cellularity of the node was evident. Eosinophils were numerous, and 
a few large phagocytic cells, the cytoplasm of which contained nuclear debris, were 
present. There was no evidence of necrosis. 

Eleven weeks after the last injection of the first course of nitrogen mustard, 
a second course consisting of a total of 32.4 mg. of nitrogen mustard was given 
over a four day period. There were no untoward complications. After discharge 
on August 5, the patient was again followed in the outpatient department. 
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Fig. 4—High power photomicrograph of section of skin showing character of 
the cellular infiltrate in the dermis, which is made up of lymphocytes and reticulum 
cells. Two mitotic figures are present in this field; hematoxylin and eosin, « 585. 
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Fig. 5—Graphic representation of the peripheral blood studies made on this 
patient. A pronounced fall in the total white blood cell count (predominantly 
lymphocytes) was noted after each injection of nitrogen mustard (methyl-bis 
[8-chloroethyl]amine). The hemogram at present is essentially normal. 
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Throughout August and September 1948 the patient continued to improve 
subjectively so that he felt much stronger. However, he did not attempt to go back 
to work because of a continued pruritus. Examination at this time showed a 
decided change. There was a complete loss of nodularity of the skin of the face, 
chest and back, accompanied with an increased pliability elsewhere. Along with this 
improvement was an increase in hair growth, especially over the scalp and face and 
to a lesser extent over the rest of the body; the patient was able to grow a 
mustache. Scratch marks were in evidence over easily accessible parts of the body. 
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Fig. 6—Low power photomicrograph of section of skin taken two months subse- 
quent to the second course of nitrogen mustard therapy, showing decrease in the 
density of the cellular infiltrate in the dermis; hematoxylin and eosin, x85. 


By mid-October, slightly more than two months subsequent to the patient’s 
last course of therapy, the intense pruritus had almost completely subsided. A 
biopsy specimen from the skin of the thigh taken on October 12 showed a pro- 
nounced decrease in density of cellular infiltrate in the dermis. About blood vessels 
in the dermis a moderate number of lymphocytes and eosinophils were still present. 
The blood vessels were dilated, and the endothelial cells lining them appeared 
swollen. The epidermis showed hyperkeratosis with areas of parakeratosis and a 
pronounced, irregular acanthosis (fig. 6). The patient’s condition has remained 
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almost stationary since that time (figs. 1B and 2B) except for a dental infection 
requiring alveolectomy on Jan. 6, 1949. The peripheral blood picture has returned 
to normal. 

An interesting side light in this case was the patient’s complaint of decreasing 
sexual ability, which was apparently more evident to him after treatment. A decided 
change in size of the scrotal contents was noted after he had undergone therapy 
(fig. 2). Unfortunately, permission for biopsy of a testicular specimen was not 
granted. According to Spitz,!°4 the incidence of testicular atrophy in lympho- 
blastomatous disease is 57 per cent. She pointed out that this incidence is increased 
to 90 per cent after nitrogen mustard therapy. It is our feeling that the drug may 
have produced some testicular atrophy in this patient. 


COM MENTS 


The pleomorphic character of the lymphoblastoma group is evi- 
denced in this case in which the initial peripheral blood picture looked 
much like early lymphatic leukemia. Clinically, the condition of the 
skin was thought to be suggestive of leukemia cutis, although histologi- 
cally it showed a pronounced infiltration of lymphocytes and reticulum 
cells, compatible with the microscopic picture of lymphosarcoma, and a 
lymph node showed microscopic evidence of atypical Hodgkin’s disease. 

The occurrence of lymphoblastoma in this patient and another case 
in a Negro man previously reported *” as a case of reticulum cell sarcoma 
occurring several years after intravenous injections of neoarsphenamine 
for syphilis lead one to suspect that malignant changes in lymphoid tis- 
sue are initiated by arsenic. The carcinogenic effect of arsenic in epi- 
thelial malignant dyskeratoses is well established.** The formation of 
arsenical keratosis, superficial basal cells and squamous cell carcinoma 
after the ingestion of solution of potassium arsenite (Fowler’s solution), 
has been observed by one of us (A. M.B.) in several cases, but only 
once have multiple arsenical keratoses and squamous cell carcinoma been 
observed to follow injections of old arsphenamine given fifteen years 
before for a syphilitic infection. The compounds of trivalent arsenic 
have been thought to produce a profound stimulating effect on the retic- 
uloendothelial system, erythropoietic and lymphoid structures and that 
this effect could lead to neoplastic changes in the same tissues must be 
considered. 


In studying lymphoblastoma in the Negro, one must always be aware 
that syphilis in the Negro may produce generalized adenopathy so 
extreme as to simulate one of the lymphoblastomas.'* However, when 


16. Montgomery, H.: Arsenic as an Etiologic Agent in Certain Types of 
Epithelioma: Differential Diagnosis from, and Further Studies Regarding, Super- 
ficial Epitheliomatosis and Bowen’s Disease, Arch. Dermat. & Syph. 32:218 ( Aug.) 
1935. Montgomery, H., and Waisman, M.: Epithelioma Attributable to Arsenic, 
J. Invest. Dermat. 4:365, 1941. 

17. Moore, J. E., and others: The Modern Treatment of Syphilis, ed. 2, Spring- 
field, Ill., Charles C Thomas, Publisher, 1943. 
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this condition is observed it is usually in early syphilis, and in the case 
studied the eruption started after treatment was instigated in an asymp- 
tomatic latent stage of the disease. 

The response to nitrogen mustard therapy has been quite gratifying. 
It was nine and one-half months since the first injection (twenty-nine 
weeks after the last) at the time of writing, and the patient was com- 
pletely asymptomatic. The peripheral blood count is now entirely 
within normal limits. We believe that the changes noted in the lymph 
node after the administration of nitrogen mustard are almost identical 
with those found by Spitz*®! in the nodes in Hodgkin’s disease and 
reticulum cell sarcoma. The normal structure of the node is more 
apparent, but it is less cellular. Phagocytes filled with nuclear debris 
are present. There is no increase in the stroma or evidence of necrosis 
as a result of therapy. 

While we do not claim a “cure” in this case and, from our own as 
well as others’ experience, expect early regression, we do believe that 
nitrogen mustard has brought about a rather dramatic remission which, 
at this writing, has persisted for seven and one-half months. We 
believe the drug is of value in the treatment of certain of the disseminated 
forms of lymphoblastoma. 

SUMMARY 


1. A case is reported in which there was lymphoblastomatous 
involvement of skin, lymph nodes and blood, which was treated with 
two courses of methyl-bis (8-chloroethyl) amine. 

2. Good clinical, hematologic and histologic results were obtained. 

3. There had been no recurrence of symptoms for a period in excess 
of seven months at the time of writing. 

108 Scott Street, Joliet, Ill. (Dr.Brixey). 
117 North Broadway, Oklahoma City (Dr. Lamb). 




















SPOROTRICHOSIS WITH ASTEROID TISSUE FORMS 


Report of a Case 


HERMANN PINKUS, M.D. 
MONROE, MICH. 
and 
JOHN N. GREKIN, M.D. 
DETROIT 


SURVEY of textbooks and recent publications! indicates thar 
4 & asteroid tissue forms of Sporotrichum in human cases of sporo- 
trichosis are found not uncommonly in South America and South 
Africa but are extremely rare in the Northern hemisphere. No case 
reports were found from Europe, and only 1, by Moore and Ackerman," 
from the United States. The following case, therefore, may be of interest. 


REPORT OF A CASE 


J. H., a native-born white man aged 57 years, was referred to one of us (H. P.) 
because of a lesion on his right hand which had not healed in spite of medical 
treatment. The patient was a red-haired person with weather-beaten skin who 
presented several senile keratoses on face and hands. He was employed receiving 
baled waste paper in one of the local paper factories, and he related that a year 
and a half previously the end of a loose wire had injured his hand. The wound 
had healed under local treatment, but a similar injury had happened to the same 
area a few weeks later. The resulting wound did not heal in spite of the applications 
of various ointments and surgical removal of hypertrophic granulations. Examina- 
tion on Jan. 21, 1949 showed a lesion measuring about 3 by 2 cm. on the back of 
the right hand near the ulnar prominence. There was a flat plaque with a firm 
nodular border and evidence of scarring and some superficial ulceration in the 


From the Department of Dermatology, Dr. Loren W. Shaffer, Chairman, 
Wayne University Medical College. 

1. (a) Moore, M., and Ackerman, L. V.: Sporotrichosis with Radiate Forma- 
tion in Tissue: Report of a Case, Arch. Dermat. & Syph. 53:253-264 (March) 
1946. (b) Simson, F. W.; Helm, M. A. F.; Bowen, J. W., and Brandt, F. A.: 
The Pathology of Sporotrichosis in Man and Experimental Animals, Proc. Trans- 
vaal Mine M. Officers A. 27:34-58, 1947. (c) Panja, D.; Dey, N. C., and Ghosh, 
L. M.: Sporotrichosis of the Skin in India, Indian M. Gaz. 82:200-202 (April) 
1947. (d) Madden, J. F.: Sporotrichosis in Minnesota, Minnesota Med. 30:854-855 
(Aug.) 1947. (e) Collins, W. T.: Disseminated Ulcerating Sporotrichosis with 
Widespread Visceral Involvement, Arch. Dermat. & Syph. 56:523-528 (Oct.) 1947. 
(f) Smith, L. M., and Garrett, H. D.: Verrucous Sporotrichosis, ibid. 56:532-534 
(Oct.) 1947. (g) Baker, R. D.: Experimental Sporotrichosis in Mice, Am. J. 
Trop. Med. 27:749-769 (Nov.) 1947. (h) Salvin, S. B.: Multiple Budding in 
Sporotrichum Schenckii Matruchot, J. Invest. Dermat. 9:315-320 (Dec.) 1947. 
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center. Because of the clinical aspect and the presence of several typical senile 
keratoses nearby, a preliminary diagnosis of carcinoma was made and a specimen 
for biopsy was taken. Microscopic examination of sections stained with hematoxylin 
and eosin, by Van Gieson’s method and with acid orcein and Giemsa solutions 
showed no evidence of carcinoma. The epidermis was moderately acanthotic with 
some atypical proliferation. The upper half of the corium contained a massive 
granulomatous infiltrate which had destroyed the normal connective tissue (fig. 1). 
The prevalent cell was the lymphocyte, but numerous polymorphonuclear leukocytes 
were scattered throughout, and plasma cells were frequent, particularly near the 
border of the lesion. Some mast cells and eosinophils were present. The granuloma 
was quite vascular, and toward the center of the clinical plaque the infiltrate was 
gradually replaced by vascular young connective tissue. Within the zone of infiltra- 
tion there were a number (usually three to five per section) of well defined round 











Fig. 1—Low power view of the granulomatous infiltrate which formed the 
nodular border of the lesion. The center of the plaque is to the right. Four or 
five of the characteristic walled microabscesses are discernible within the granu- 
loma: hematoxylin and eosin stain. 


structures measuring from 50 to 200 microns in diameter (fig. 2). These consisted 
of a loosely woven shell and substrate of epithelioid cells with a varying number of 
polymorphonuclear cells and usually some eosinophils in the center. Near the center 
of some of these walled microabscesses was a single peculiar body measuring from 
6 to 22 microns in diameter. The most characteristic form was that of a thick-walled 
small cyst containing some nuclear material and beset with plump blunt rays of 
uneven lengths (fig. 34). Other bodies lacked these rays (fig. 3B) or showed 
but an irregular tuberculate surface (fig. 3C). A few were seen in the process 
of budding (fig. 3D). These bodies, except for some basophilic granules in the 
center, stained eosinophilic with hematoxylin and eosin and with the orcein-Giemsa 
stain. This behavior was in decided contrast to that of Blastomyces and Coccidioides 
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immitis, the shell of which takes a peculiar light greenish blue tinge with the orcein- 
Giemsa stain.2, The bodies were always free in the tissue, and no giant cells were 
present. Examination of serial sections indicated that each of the walled abscesses 
contained only one body, and a total of not more than fifteen bodies was identified 
in thirty sections of 10 micron thickness. These bodies did not resemble any of the 
commonly observed micro-organisms, although there was no doubt that they repre- 
sented some form of fungus. 

Thereupon, on January 26, the whole area was curetted with the use of local 
anesthesia. The tissue was found to be of soft lupoid consistency and of a trans- 
parent grayish brown color. No pus was found. The material was inoculated on 
blood agar and on Sabouraud’s maltose agar at room temperature and in the 
incubator (J. N. G.). Pure cultures of typical Sporotrichum schenckii were 








Fig. 2—One of the walled small abscesses at a higher magnification. A thick- 
walled round spore, in this case without peripheral rays, is visible near the center. 
Note the diffuse leukocytic infiltration of the granulomatous infiltrate outside the 
abscess; hematoxylin and eosin stain. 


obtained on all mediums. The culture material grew rapidly on Sabouraud’s 
medium, and in seven to ten days there developed moist wrinkled black colonies. 
Microscopically there were fine septate and branching hyphae which bore numerous 
pyriform conidia arranged in triads, tetrads and larger petal-like clusters at the 
ends of short lateral branches. There were also single spores attached laterally 
to the hyphae. 





2. Pinkus, H.: Acid Orcein-Giemsa Stain (Modification of Unna-Taenzer 
Method): A Useful Routine Stain for Dermatologic Sections, Arch. Dermat. & 
Syph. 49:355-356 (May) 1944. 
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The patient was given potassium iodide orally, the administration starting with 
0.5 Gm. on January 26 and quickly increasing to 4.5 Gm. by February 14. In addi- 
tion, the wound was painted with tincture of iodine U. S. P. (mild tincture of 
iodine U. S. P. XII) every other day and a dry dressing was applied. The lesion 
was completely healed by February 17, and a firm scar resulted. All medication 
was discontinued two weeks later, and the patient was well at the time of writing 
(October 1949). 

Two young rats were inoculated intraperitoneally with a spore suspension of a 
fresh culture. They were found dead forty-eight hours later. Autopsy revealed 
extensive necroses in livers and spleens. Spores and mycelia were found micro- 
scopically, but no cellular reaction of the tissues and no asteroid bodies. In April, 























Fig. 3.—Different forms of spores at high magnification (x 1,350). Note that 
all the spores are free in the tissue and not in giant cells; hematoxylin and eosin 
stain. A, the most commonly found and most characteristic asteroid form. The 
thick- walled spore shows chromatin granules inside and rays of uneven length 
around the periphery in all three dimensions. B, spore without peripheral rays. 
C, spore with tuberculate surface. There is a bud going off to the right, but this 
is not in focus. D, the same spore as is shown in C, at a different focal level. 
Budding of the central body may be seen. 


two other young female rats were inoculated intraperitoneally with a spore suspen- 
sion derived from an old but viable culture grown on blood agar. These animals 
acquired no signs of disease. One rat was killed two months later, and a few 
small white nodules were found on the mesentery. Histologic examination showed 
a tuberculoid granuloma, with no micro-organisms. The other rat was killed four 
months after inoculation. No lesions were found at autopsy. 























PINKUS-GREKIN—SPOROTRICHOSIS 


COMMENT 


Splendore * was the first to describe asteroid bodies in a case of 
cutaneous sporotrichosis observed in Brazil in 1908 (fig. +). In the 
same year Greco * published similar observations from Argentina. Talice 
and McKinnon * reported in 1939 that they had found asteroid tissue 
forms in 6 out of 7 cases in Uruguay. In 1947 Simson, Helm, Bowen 
and Brandt,?” who had had occasion to observe more than 2,000 cases of 
sporotrichosis among South African gold miners, reported that they 
could identify these bodies quite regularly in pus and had found them in 
fourteen out of fifteen specimens of tissue examined. 

In contrast to these experiences is the lone case of Moore and Acker- 
man ?!# observed in a white Missourian and the entire lack of similar 
reports from Europe, even from France, which had produced the classic 
descriptions of de Beurmann and Gougerot ® and where sporotrichosis 
is apparently fairly common. 

















_ Fig. 4—Drawing by Gougerot of asteroid spores from Splendore’s case; copy 
of figure 22 from de Beurmann and Gougerot’s monograph on the sporotrichoses." 


It is unlikely that a large and strikingly characteristic spore of this 
type should have evaded the large number of researchers who studied 
sporotrichosis in North America and Europe. On the other side, all 
the South American and South African authors found similar forms in 
experimental animals inoculated with their strains. In addition, Talice 
and McKinnon *® observed asteroid spores also in animals inoculated 
with European strains, and Simson and his co-workers, in :ats inoculated 


3. Splendore, A.: Sobre a cultura d’una nova especie de cogumello pathogenico, 
Rev. Soc. Scient. Sido Paulo. 3:62 (June 4) 1908. This is a very short report. 
Details of the case are found in De Beurmann and Gougerot’s ® publication. 

4. Greco, N. V.: Biologia del Sporotrichum Schenckii-Beurmanni, Rev. 
dermat. 1:78, 1908, cited by Moore and Ackerman.!@ 

5. (a) Talice, R. V.: Deux cas de sporotrichose produits par le Sporotrichum 
astéroide de Splendore, Ann. de parasitol. 13:576-583, 1935. (b) Talice, R. V., and 
McKinnon, J. E.: The Asteroides Form of Splendore in Spontaneous and Experi- 
mental Sporotrichosis, in Proceedings of Third International Congress of Micro- 
biology (1939), 1945, pp. 510-511. 

6. De Beurmann, L., and Gougerot, H.: Les sporotrichoses, Paris, Félix 
Alcan, 1912 
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with American type cultures of S. schenckii. Only one report from 
Europe (Harter and Gruger*) described actinomyces-like formation 
in sporotrichotic guinea pigs, while Davis * and Moore and Ackerman 
found radial clusters of spores, but without a central body, in their 
animals. Collins '® saw clusters of yeastlike bodies embedded in a 
hyaline matrix in visceral lesions in his case. 

Splendore had considered his fungus a new species (Sporotrichum 
asteroides), but de Beurmann and Gougerot concluded that it was only 
a variant of the type species. Later observers disputed’ any taxonomic 
significance of the asteroid structure. Talice and McKinnon *” and 
Moore * called attention to the occurrence of eosinophilic radiated forma- 
tions in fungi of various genera and orders. 

While Splendore expressed the belief that in cultures he was able 
to follow the germination of the peripheral rays into hyphae and Davis 
sought to compare his radial clusters of spores to the asteroid bodies, 
Moore and the South African authors stated opinions in agreement, 
and our own observations seem to support the idea, that it is the central 
spore which buds. The rays are now considered a coating material. 
Moore sifted the various hypotheses that such material on fungi in tissues 
is formed either by the organism or by the host or by the interaction 
of both. He offered a hypothesis of his own that the material of which 
the rays are formed may be similar to leukotaxine, because the organisms 
exhibiting it are always surrounded by pus and because of certain 
physical similarities between leukotaxine and the substance of the rays. 
Simson and co-workers expressed an inclination to consider the rays a 
protective secretion of the spore. They were able, in experimental 
animals, to follow the development of the double-contoured cysts from 
the well known “cigar bodies’ which are the usual tissue form of 
sporotrichum in rats and other animals. 

The central bodies resemble the chlamydospores which are quite 
regularly found in old cultures of Sporotrichum, according to Gritz," 
but which are not often mentioned in the texts. Ormbsy and Mont- 
gomery ' wrote that the conidia become round or thick walled in old 
cultures. Our own strain showed numerous thick-walled round spores 


7. Harter, A., and Gruger: Formes actinomycosiques dans la sporotrichose 
expérimentale, Compt. rend. Soc. de Biol. 66:399-401, 1909. 

8. Davis, D. J.: The Morphology of Sporothrix Schenckii in Tissues and in 
Artificial Media, J. Infect. Dis. 12:453-458, 1913. 

9. Moore, M.: Radiate Formation on Pathogenic Fungi in Human Tissue, 
Arch. Path. 42:113-153 (Aug.) 1946. 

10. Griitz, O.: Sporotrichosen und verwandte Krankheiten, in Jadassohn, J.: 
Handbuch der Haut- und Geschlechtskrankheiten, Berlin, Julius Springer, 1928, 
vol. 11, pp. 751 and 753. 

11. Ormsby, O. S., and Montgomery, H.: Diseases of the Skin, ed. 7, Phila- 
delphia, Lea & Febiger, 1948, p. 1198. 
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in the central parts of cultures which had not been replanted for two 
to four months. Asteroid formations, however, were not observed 
in our cultures. 

It is tempting to theorize on the reasons for the peculiar geographic 
discrepancies in the finding of asteroid spores in sporotrichosis. Racial 
differences probably play no part, as the bodies were found in white 
persons as well as in South African natives. It is even more puzzling 
that experimental animals should show these spores in the same countries 
even if inoculated with European and North American strains. Our 
own case certainly was of a mild type. No suppuration and no secondary 
nodules had developed in eighteen months. Moore and Ackerman’s case 
showed a similarly protracted and bland course over fourteen months, 
although some subcutaneous nodules developed within the last two 
or three months. One could be tempted to correlate this atypical clinical 
course with the formation of encysted spores, but most of the South 
American and African cases apparently were of the usual suppurative 
lymphangitic type and did not support this hypothesis. At present we 
have to be satisfied to call attention to these peculiar observations and to 
suggest experimentation, possibly with exchange of fungus strains and 
animals. 

SUMMARY 

The second North American case of sporotrichosis with asteroid 
tissue forms, which was acquired by a white man in Michigan, is 
described. 

The discrepancy between the rarity of this type in the Northern 
hemisphere and its fairly common occurrence in South America and 
particularly South Africa is pointed out. 


12 East Fourth Street, Monroe, Mich. (Dr. Pinkus). 
1150 Griswold Street, Detroit (Dr. Grekin). 






























MAL DE MELEDA 


Report of a Case and Results of Treatment with Vitamin A 


MATTHEW J. BRUNNER, M.D. 
AND 


DONALD L. FUHRMAN, M.D. 
CHICAGO 


ASES of mal de Meleda are rarities in this country. Aside from 

those collected by Niles and Klumpp,’ no case reports could be 
found in an extensive search of the American literature. In reviewing 
the subject Niles and Klumpp set up certain criteria for differentiating 
mal de Meleda from the commoner Unna-Thost variety of keratoderma 
palmare et plantare hereditarium: (1) inheritance based on a recessive 
or irregular dominant gene rather than on a true dominant, (2) kerato- 
dermic involvement of other areas in addition to the palms and soles, 
(3) pronounced hyperhidrosis of the affected parts with maceration of 
the hyperkeratotic masses and consequent production of rancid odor 
and (4) the presence of a decidedly erythematous border about the 
keratodermic areas. Not all the 4 cases collected by Niles and Klumpp 
fulfilled these criteria, and in none was descent from an inhabitant of 
the island of Meleda proved. 

In our case, the inheritance of the trait from a native of Meleda 
could be shown, apparently transmitted via an irregular dominant gene. 
Clinical features of the condition conformed to the criteria set forth by 
Niles and Klumpp and by European authors.? Considerable temporary 
improvement in the condition was obtained by massive oral doses of 
vitamin A. 

REPORT OF A CASE 
T. G., 27, an American of Greek extraction, gave a history of changes in the 


skin of the palms and soles since the age of 2 years, with more recent extension 
of the process to the dorsal surfaces of the hands and feet. The patient’s mater- 


From the Department of Dermatology, University of Illinois College of Medi- 
cine, Dr. F. E. Senear, Professor of Dermatology and Head of the Department. 

1. Niles, H. D., and Klumpp, M. M.: Mal de Meleda: Review of the Litera- 
ture and Report of Four Cases, Arch. Dermat. & Syph. 39:409-421 (March) 1939. 

2. Cockayne, E. A.: Inherited Abnormalities of the Skin and Its Appendages, 
London, Oxford University Press, 1933, p. 186. Bosnjakovic, S.: Vererbungs- 
verhaltnisse bei der sog. Krankheit von Mljet (“Mal de Meleda”), Acta dermat.- 
venereol. 19:88-122, 1938. Kogoj, F.: Die Krankheit von Mljet (“Mal de 
Meleda”), ibid. 15:264-299, 1934. 
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nal grandfather (who had emigrated from the island of Meleda to Greece) and 
his maternal uncle had had a similar eruption. No other members of the family 
were affected, and the patient’s only child, a 2 year old girl, showed no signs of 
the disease. There was no history of consanguinity. 

Examination revealed sharply outlined keratodermic patches with erythematous 
borders, affecting almost the entire surfaces of the palms and soles. On the 











Fig. 1—Photograph showing the condition of the feet, on which the keratoderma 
extended up to involve the back of the heel, before vitamin A therapy was begun. 


feet the keratoderma extended up to involve the back of the heel (fig. 1), and 
there were isolated hyperkeratotic patches on the dorsa of the toes and foot 
(fig. 2). The skin in the affected areas, particularly on the palms (fig. 3), was 
thickened and fissured, moist and succulent. The nails, teeth and hair were unaf- 
fected. Microscopic examination of a biopsy specimen from the palm showed 
only pronounced hyperkeratosis. 












Fig. 2—Isolated hyperkeratotic patches on the dorsa of the toes and foot 
may be seen. 





Fig. 3.—Particularly on the palms, the skin in the affected areas was thickened 
and fissured, moist and succulent. 
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In view of the known resistance of the condition to local therapy, it was 
decided to try massive oral doses of vitamin A.2 Within ten days aiter the 
beginning of treatment with vitamin A in a dose of 300,000 units daily, there 
was noticeable reduction in the amount of hyperkeratosis, and improvement was 
maintained as long as vitamin A therapy was continued. The condition quickly 
returned to its original status when administration of vitamin A was stopped but 
responded rapidly when treatment was begun again. A lower dose of vitamin A 
produced less satisfactory and slower response. 


SUMMARY 
1. A case of mal de Meleda is reported, in which inheritance of the 
trait could be traced to a native of Meleda. 
2. Temporary improvement was obtained with large doses of 
vitamin A. 
3. Vitamin A solution PA containing 30,000 units per cubic centimeter, was 
supplied by Hoffmann-LaRoche, Inc., Nutley, N. J., for investigational use. 











MICROSPORUM GYPSEUM AS AN ETIOLOGIC AGENT OF 
TINEA IN THE UNITED STATES 


WILLIAM B. SHARP, M.D., Ph.D. 
AND 


MILDRED J. WEGNER, M.A. 
GALVESTON, TEXAS 


HILE recognized as one of the causative agents of tinea capitis of 
childhood, Microsporum gypseum is rarely encountered in the 
cases observed in the continental United States. This type of tinea is 
due ordinarily to an infection with Microsporum audouini or Micro- 
sporum canis. Now and then some species of Trichophyton is responsible. 
Emmons? cited the earliest isolation of M. gypseum in the United 
States as having been made during 1931 in New York. Occurrence of 
the species has found little mention since. The published lists of causative 
fungi in cases of tinea have not included M. gypseum. 

Apparently, the organism has rarely been observed in this country. 
Known infections by it have occurred occasionally in New York and in 
a few instances elsewhere.” 

In view of the rarity of M. gypseum infection as reported in this 
country, we think it of interest to report that such infection does occur in 
Galveston. We have encountered the organism repeatedly and over a 
considerable period. The mycologic laboratory of the University of 
Texas Medical School had been in operation for some thirteen years 
at the time of writing, and throughout that period M. gypseum con- 
tinued to be recovered from time to time. Its recovery was always from 
children resident in the city. 

In 1937 and 1938 3 cases of tinea were identified as M. gypseum 
infections. No cases were encountered during the two following years. 
In 1941 and 1942 4 more tinea cases proved to be so caused. Then again 
there were none until 1946, when an eighth case occurred. There were 
none in 1947 or 1948. 

It would seem from this record that the infection continues to 
smoulder in the city. The lower number of isolations during recent 


From the Department of Bacteriology and Parasitology, University of Texas 
School of Medicine. 


1. Emmons, C. W.: Observations on Achorion Gypseum, Mycologia 23:87, 
1931. , 


2. Lewis, G. M., and Hopper, M. E.: An Introduction to Medical Mycology, 
ed. 2, Chicago, The Year Book Publishers, Inc., 1943. 
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years is attributed to a smaller proportion of the cases receiving myco- 
logic study rather than to a diminution in prevalence of cases. The onset 
of the war brought changes among the local dermatologists, and few 
specimens of tinea capitis continued to come before us. For two of the 
war years we find no identifications recorded. Requests today are less 
frequent than they were in prewar years. 

The extent to which this organism is responsible for Galveston’s 
tinea of the scalp may best be gaged from figures taken prior to the 
war. During the five year period from 1937 to 1941, the isolations of 
all Microsporum strains numbered some twenty a year, and those of 
M. gypseum an average of about one a year. This suggests that perhaps 
5 per cent of the cases of tinea due to Microsporum in Galveston have 
been due to M. gypseum. 

We might add that M. gypseum appears to be the commonest 
etiologic agent of tinea capitis next to M. canis. The latter is the only 
species we find at all prevalent in this locality. Isolants resembling M. 
audouini come up occasionally but with indication, in some cases at 
least, that they are atypical strains of M. canis. 

The question naturally arises as to the reason for the extraordinary 
incidence of M. gypseum infection in this particular city. The fact that 
South American steamship lines ply into Galveston suggests a possi- 
bility of importation, and this, together with suitable climatic factors, 
might permit the infection to establish itself. Lewis and Hopper * 
intimated that the New York occurrences were due to importation of 
the organism from South America. Dodge* mentioned the prevalence 
of M. gypseum infection in Argentina and probably Uruguay and 
Brazil. 

On the other hand, we see no reason to think that the incidence 
actually is restricted to Galveston. It might well extend more broadly 
in the Gulf area or perhaps exist elsewhere. The organism does not 
commonly occur in the Eastern states where most of the mycologic 
laboratories are located, but little can be said as to sections without this 
facility. It was not found in Galveston prior to the establishment of the 
aforementioned mycologic laboratory. As a predominantly rural con- 
dition,* M. gypseum infection might be missed also by dermatologists. 

In what manner the infection continues to be transmitted and kept 
alive in Galveston was not discovered. Of the 8 known patients with 
the condition, no 2 lived in the same neighborhood or had personal 
contact with one another. It may be presumed that infected animals at 
large are responsible. All 8 cases occurred in the warmer months of the 





3. Dodge, C. W.: Medical Mycology: Fungous Diseases of Men and Other 
Mammals, St. Louis, C. V. Mosby Company, 1935. 

4. Steves, R. J., and Lynch, F. W.: Ringworm of the Scalp: Report of Present 
Epidemic, J. A. M. A. 183:306 (Feb. 1) 1947. 
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year when contact between children and neighbors’ dogs is the more likely 
to occur: 6 in June or July, 1 in September and 1 toward the end of April. 
Two patients had dogs; 1, a cat, and 1, a rabbit with crusted gray lesions, 
though mycologic examination of the rabbit revealed no organisms. The 
literature indicates animal origin, M. gypseum being regarded as infec- 
tive for dogs,” cattle,‘ horses! and other animals.* 

The cases of tinea due to M. gypseum encountered locally fall into 
a narrower age range than do those due to M. canis. Six of the 8 
patients were either 4 or 5 years old, and the other 2 were, respectively, 
9 years and 22 months. The first isolation in America as cited pre- 
viously ? was from lesions in a child 5 years old. The tinea from M. canis, 
on the other hand, occurred with some frequency at any age between 
2 and 8 and, less often, up to 14. There was no indication of sex or race 
influences on the incidence. 

According to clinical attendants of these patients,°> the lesions tended 
to assume an angrier character than is usual in tinea capitis. We find 
such descriptive terms as “boggy,” “abscess-like,” “kerion” or “a kerion 
5 cm. across,” applied to the more pronounced cases. The literature indi- 
cates an intenser inflammatory reaction in both animal types of tinea 
than in the human variety,* and one conspicuously so in the condition 
due to M. gypseum. 

Lesions were roughly circular and averaged a few centimeters across, 
in 1 case being multiple. They involved various parts of the scalp; in 1 
instance, also the forehead, and in 1, the cheek. In 2 of the 8 cases there 
was a pustular discharge, with yellow crusted scales attached to the scalp. 
In 2 others there was secondary infection, in 1 with enlargement and 
tenderness of the regional lymph nodes. In the remainder there was 
less reaction, but in them the inflammation apparently had not reached 
full intensity. Two of the cases with kerion had earlier been described 
merely as “gray, itching patches.” 

Other than the degree of inflammation, no clinical difference was 
observed between the tinea due to M. gypseum and that due to M. canis. 
The lesser fluorescence under Wood’s light of hairs infected with M. 
gypseum, as suggested by Conant and associates,® was not distinguishable 
in such of these cases as received that examination. Observations on 
direct microscopic examination of the specimen were the same for both 
species, small arthrospores forming a sheath about the hair. Only culture 
served to distinguish the cases due to M. gypseum. 


5. Dr. William F. Spiller and Dr. Earl B. Ritchie helped particularly by 
furnishing specimens and clinical data. 

6. Conant, N. F.; Martin, D. S.; Smith, D. T.; Baker, R. D., and Callaway, 
J. L.: Manual of Clinical Mycology, National Research Council, Division of 
Medical Sciences, Philadelphia, W. B. Saunders Company, 1944. 
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Cultural characteristics of these isolants accorded with those noted 
for this species in the literature.* The growth came up flat and circular 
and was recognizable within the week. When mature, the colony 
appeared wide and flat with a folded knob at the center. The surface 
fuzz or “duvet” was less coarse than that of the M. canis colony, giving 
a fine feltlike or coarse powdery effect. A pale brownish color was 
assumed which, except in a demarcated marginal zone, later deepened 
to a rich cinnamon. Radiating from the edge was a white woolly fringe 





_ Fig. 1—One of the M. gypseum strains isolated; a colony on a plate of 
Sabouraud’s glucose agar. 


(fig. 1). Pleomorphic tufts cropped out and continued to spread, often 
with such outward radiation as to form in time a wedge-shaped segment 
of the colony (fig. 2). Microscopically, the mycelium gave off large 
numbers of spindle-shaped macroconidia and a few microconidia. The 
former resembled those of M. audouini or M. canis but with the spindles 
more blunt, less uniformly shaped and usually containing only four to 
six loculi (fig. 3). 


7. Emmons, C. W.: Dermatophytes: Natural Grouping Based on Form of 
Spores and Accessory Organs, Arch. Dermat. & Syph. 30:337 (Sept.) 1934. 
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Fig. 3—Morphologic characteristics of the organism in culture. 
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Additional distinction between this organism and the M. canis or 
M. audouini was obtained serologically. By methods previously reported * 
it was found that M. canis and M. audouini exhibit a closer serologic 
relation to one another than to other dermatophytes.® The strains of 
M. gypseum cross reacted to a high dilution among themselves but to no 
higher dilution with strains of the other two Microsporum species than 
with those of other genera. 

M. gypseum was formerly known as Achorion gypseum. The organ- 
ism shares, with Achorion schoenleini, the tendency to produce suppura- 
tion about hair follicles, though without the same destructive effect. 
The lesion most nearly resembling that of favus in our series had yellow 
scales, attached to the scalp and pierced by the bases of hair shafts. In 
the center of the lesion was a kerion. 

These two organisms are now classified on grounds more exclusively 
morphologic.’ Similarity of the gypseum species to the other species of 
Microsporum is seen in the spindle-shaped macroconidia already men- 
tioned. Morphologic consideration removes the schoenleini species simi- 
larly to the genus Trichophyton. 


CONCLUSIONS 

1. Cases of tinea capitis due to Microsporum gypseum have occurred 
repeatedly in Galveston. 

2. Recoveries of the organism have extended intermittently over 
the period of years during which facilities were available. 

3. The inflammatory reaction was intenser as a rule in tinea due to 
M. gypseum than in that due to M. canis. 

4. Tinea due to M. gypseum did not differ in age, race or sex dis- 
tribution from that due to M. canis, except that the incidence was 
restricted more largely to the 4 and 5 year age bracket. 





8. Sharp, W. B.: Extraction of Antigen from Molds, J. Invest. Dermat. 
4:205, 1941. 

9. Sharp, W. B.: Serologic Relationship Among the Dermatophytes, Texas 
Rep. Biol. & Med. 3:159, 1945. 

















LIPOMELANOTIC RETICULOSIS 


Report of Two Cases in Which the Condition Developed Into Mycosis Fungoides 


SAMUEL M. BLUEFARB, M.D. 
AND 


JAMES R. WEBSTER, M.D. 
CHICAGO 


HE ATTENTION of dermatologists has been focused during the 
past decade on a certain group of diseases in which there is a definite 
relation between a chronic erythroderma and enlargement of the super- 
ficial lymph nodes and which is not part of the very large group of 
“scaly erythrodermas.” The increasing number of papers' on the 
subject would indicate that one is dealing with a definite syndrome. 
Each writer has given a different title to this syndrome, with a resulting 
state of confusion. The majority of papers have stressed the benignity 
of this syndrome. It is our purpose to show that not all cases are 
benign and that some may eventuate malignantly. The following 2 cases 
show the transformation from a lipomelanotic hyperplasia into mycosis 
fungoides. 
REPORT OF CASES 
Case 1.2—L. J., a Negro steelworker aged 33, was admitted to the Veterans 
Administration Hospital, Hines, IIl., in December 1944 for treatment of exfoliative 
dermatitis. This condition had been previously diagnosed, in the Army, as con- 
genital ichthyosis. While the patient was in a veterans’ hospital in 1944 his derma- 
titis was diagnosed as one due to an unknown cause. In military service the 
patient had had bilateral! inguinal adenopathy followed by extensive scaling and 
intense pruritus. 








From the Department of Dermatology, Northwestern University Medical 
School, Edward A. Oliver, M.D., chairman. 

1. (a) Pautrier, L. M., and Woringer, F.: The Lymphadenopathy Accom- 
panying Some Dermatoses, Ann. de dermat. et syph. 8:257, 1937. (b) Sulzberger, 
M. B., and Garbe, W.: Nine Cases of Distinctive Discoid and Lichenoid Dermato- 
sis, Arch. Dermat. & Syph. 36:247 (Aug.) 1937. (c) Ramel, E.: Neuropathic 
Eczema, Brit. J. Dermat. 49:307 (July) 1937. (d) Cannon, A. B.: Allergic 
Dermatitis Simulating Lymphoblastoma, Arch. Dermat. & Syph. 39:846 (May) 
1939. (e) Combes, F. C., and Bluefarb, S. M.: Giant Follicular Lymphadenop- 
athy, ibid. 44:409 (Sept.) 1941. (f) Hurwitt, E.: Dermatopathic Lymphadenitis, 
J. Invest. Dermat. 5:197, 1942. (g) Brtick, C.: Symmer’s Disease, Acta dermat. 
venereol. (fasc. 5) 25:411 (March) 1945. 

2. This case was reported previously by Oliver, E. A., and Greenberg, A.: 
Generalized Erythroderma with Lipomelanotic Reticulosis (Pautrier-Woringer), 
Arch. Dermat. & Syph. 54:621 (Nov.) 1946. 
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He had had “flu” in 1917 and gonorrhea in 1942, but denied having syphilis. 
He stated that he had had a dry skin all his life. 

The patient was well developed, was 68 inches (173 cm.) tall and weighed 170 
pounds (77 Kg.). The blood pressure was 130 systolic and 80 diastolic. The 
head was of normal shape and contour; there were no scars and no diseases of 
the scalp. The pupils were equal and responded to light and in accommodation. 
The ears, nose and throat showed essentially normal conditions except for a 
moderately well advanced gingivitis. The cervical glands were palpable. The 
preath sounds were normal. The heart was within normal limits; there were no 
murmurs, thrills or disturbances in rhythm. The liver and spleen were not 
palpable. The lymph nodes were palpable in the left axillary and cervical regions. 
Examination of the skin showed a generalized eruption involving the entire body, 
consisting of dry, thickened, scaling skin with large plaques of fine and powdery 
scales. There was intense itching associated with the exfoliative dermatitis. 

The blood chemistry was as follows: 19.3 mg. of urea nitrogen, 400.0 mg. of 
chlorides, 74.1 mg. of glucose per hundred cubic centimeters of blood and 11.4 mg. 
of calcium, per hundred cubic centimeters of serum. 

The hemogram showed red blood cells, 4,500,000 per cubic millimeter; hemo- 
globin, 90 per cent; white blood cells, 8,100 per cubic millimeter; polymorpho- 
nuclear leukocytes, 55 per cent, with juvenile cells, 8 per cent; lymphocytes, 16 
per cent, and eosinophils, 21 per cent (variation between 10 and 40 per cent). 

The Wassermann reaction of the blood was negative. Results of urinalysis 
were negative for albumin and glucose. 

The roentgenogram of the chest showed essentially normal conditions. 

Histologic examination of the skin revealed a pronounced reticuloendotheliosis ; 
many of the cells were phagocytic and contained melanin. The reaction with 
prussian blue was negative for iron. There was appreciable round cell infiltration 
with increased collagen and many young fibroblasts. Most of the cells were derived 
from the reticuloendothelial system. There was decided hyperkeratosis and some 
parakeratosis. The lymph node follicles were somewhat increased in number but 
were rather small. 

Treatment consisted of the administration of boric acid ointment, aluminum 
subacetate ointment, vitamins A and D, ichthammol (ichthyol®) ointment, colloid 
baths and 15 drops daily of chaulmoogra oil. In March 1945 the patient received 
a total of 440 r of roentgen ray therapy (100 kilovolts; copper filter, 0.5 cm.; 
distance, 30 cm.; milliamperes, 5) to the right thigh, 440 r to the lesion to the 
right of the umbilicus, 140 r to the anterior portion of the right shoulder and 
chest wall and 1,000 r to the right frontal and lower abdominal areas. 

On Dec. 27, 1944, on the patient’s discharge from the Veterans Administration 
Hospital, Hines, Ill., the diagnosis was changed to lipomelanotic reticulosis of 
Pautrier and Woringer. This diagnosis was confirmed at Barnes Hospital and 
the Barnard Free Skin and Cancer Hospital in St. Louis. The patient was pre- 
sented at a meeting of the Southern Medical Association as having an unusual 
case of exfoliative dermatitis with melanin pigment deposits in the skin and lymph 
nodes (lipomelanotic reticulosis of Pautrier and Woringer). 

In December 1944 an inguinal and axillary adenopathy and enlargement of the 
liver of 4 fingerbreadths below the costal margin were noticed. 

The patient was seen again in January 1945, at which time dermatologic 
examination revealed pronounced dermatitis involving the flexor and extensor 
aspects of both arms, sides of the abdomen, front of the abdomen and, later, the 
inner aspects of the thighs, both lower legs and the backs of the hands. The 
skin was lichenified, thick, infiltrated and scaling. There were large lymph nodes 
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in the axillas and in the femoral and inguinal regions. On March 1, the patient 
acquired small papular lesions over the abdomen, chest, back, scalp and face. These 
lesions varied from the size of BB shot to that of a split pea. The one on the 
abdomen was larger than a pea and had a distinct mushroom shape. A similar 
lesion was present on the lower anterior tibial surface of the left leg. The lesions 
had appeared more profusely since March 1945, and the lymph nodes had increased 
in size. The possibility of a beginning mycosis fungoides was suggested at that 











Fig. 1—Pronounced inguinal adenopathy associated with the erythroderma. 


time, and the patient was given intramuscular injections of chaulmoogra oil. On 
March 8 the diagnosis was changed to mycosis fungoides. Three months later an 
ulcer developed on the fourth toe of the left foot and the toe was surgically 
amputated. Examination at that time disclosed decided thickening of the skin of 
the lower part of the abdomen and both lower extremities. Induration, pro- 
nounced dryness, lichenification and increased surface markings were present. 
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Scattered over the chest, upper and lower extremities and abdomen there were 
irregular fungating types of lesions; some were raised % inch (0.3 cm.) above 
the skin. They had a somewhat depressed necrotic center. No moisture or 


weeping was seen. There was lymphadenopathy of the inguinal and axillary 
regions. The diagnosis was mycosis fungoides. Two months later an increased 
pigmentation of the skin was noted. Examination of the sputum for tubercle 


bacilli had negative results. Culture of the blood grew no organisms. On Sep- 
tember 6 there were a large mass in the left inguinal region and numerous small 











Fig. 2—Photomicrograph of a mushroom-like nodule showing the features of 
mycosis fungoides. 


mushroom-like nodules scattered over the arms, legs and lower part of the back. 
Histologic examination of a mushroom-like nodule revealed mycosis fungoides. 
Autopsy was performed October 16. There was a decubitus ulcer of the right 
hip which measured about 15 cm. in cross section. The skin of the entire body, 
particularly of the arms and legs, was thickened and roughened. The extremities 
were atrophic in appearance. There was no edema. Microscopically the spleen 
showed sinusoids filled with red blood cells and the vessels were engorged. There 
was moderate increase in fibrous tissue. Germinal centers were centered and 
hyperplastic. The sinusoids of the liver were swollen and filled with exudate and 
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debris from lipid red cells. The liver cells were compressed and had a dark 
granular cytoplasm in which the nuclei appeared indistinct. These phenomena 
were diffuse. The entire structure of the lymph nodes was composed of coalescing 
nodules, many of which had necrotic centers. There was a dense fibrous tissue 
stroma and many epithelioid cells. Large deposits of black pigment were present 
in the periphery of these nodules. There were many round cells including many 
large mononuclear cells and eosinophils. The anatomic diagnosis was mycosis 
fungoides. 

Case 2.3—E. M. H., a 37 year old Négro woman, had been in good health all 
her life as well as preceding the onset of the dermatitis in 1944. This dermatitis, 

















Fig. 3.—Photomicrograph of a lymph node showing hyperplasia of the follicles 
with an excess of melanin. 


of a follicular nature, first appeared on the face and was associated with decided 
pruritus. In spite of local therapy the dermatitis spread to involve the neck, arms 
and sternal area and, two years later, had become generalized and was associated 
with a total alopecia. Although the hair had gradually been returning during the 
preceding six months, the eyelashes were still absent. There had been a loss of 
weight of 30 pounds (14 Kg.) during the past year. 





3. Chicago Dermatological Society, May 1948. J. R. Webster and S. M. 
Bluefarb. 
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The past history revealed that the patient had had syphilis in 1932 and had 
received treatment for one year of “intravenous and intramuscular” injections. At 
the conclusion of the treatment, as well as at the time of examination, the serologic 
reaction of the blood (Kahn) was negative. There was no history of ingestion 
of drugs, allergy or previous skin disease. Biopsy of an inguinal node was done 
in California in 1946. Histologic examination was reported as showing “hyper- 
plasia of lymph node.” In the fall of 1947 the patient was seen in the North- 
western University Dermatological Clinic and was advised to enter Cook County 
Hospital. 

At that time she exhibited a generalized, acute, weeping, eczematous reaction 
superimposed on a lichenified hyperpigmented dermatitis. Some areas showed 
infiltrating plaques. There was pronounced generalized superficial lymphadenop- 
athy, but the liver and spleen were not palpable. The blood pressure was 116 














Fig. 4.—Mushroom-like ulcerated lesion on the thigh. 


systolic and 60 diastolic. On the scalp there were scattered areas of alopecia 
throughout but no destruction of hair follicles. There was a loss of the lower 
eyelashes and pubic hair. The pupils were equal and reacted to light and in 
accommodation. A chronic blepharitis was associated with the generalized exfoli- 
ative dermatitis ; it responded to the application of bichloride of mercury ophthalmic 
ointment. The condition of the heart and lungs was essentially normal. The 
gynecologic examination showed no abnormality. While the patient was in the 
hospital pyodermic ulcers developed, which responded to application of soothing 
ointment. 

The hemogram was as follows: red blood cells, 4,069,000 per cubic millimeter ; 
hemoglobin, 85 per cent; white blood cells, 4,500 per cubic millimeter; polymor- 
phonuclear leukocytes, 62 per cent; eosinophils, 16 per cent; basophils, 4 per cent; 
lymphocytes, 18 per cent, and monocytes, 0 per cent. Studies of the blood chem- 
istry gave the following results: 100 mg. of glucose and 28 mg. of nonprotein 
nitrogen per hundred cubic centimeters of blood and 6.3 Gm. of total protein per 
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hundred cubic centimeters of serum. The serologic reaction in the Kahn test was 
negative. Examination of the urine revealed no albumin or glucose. 

Histologic examination of the skin showed chronic dermatitis. A second 
histologic examination was reported as showing mycosis fungoides, and a third 
examination showed mycosis fungoides. 

Histologic examination of a lymph node showed hyperplasia of the lymph 
follicles infiltrated by numerous histiocytes filled with brownish pigment (melanin). 
The diagnosis was lipomelanotic reticulosis. 

Smears of material obtained on sternal puncture revealed a moderately hyper- 
cellular marrow. Megakaryocytes were present in adequate numbers and appeared 
normal. The nucleated red blood cell-white blood cell ratio was approximately 
1:4. Granulopoiesis shifted to the left with slight increase in eosinophils. The 
young lymphocytes were increased in number. A roentgenogram of the chest 
showed the heart and lungs to be essentially normal. There was no evidence of 
glandular mediastinal enlargement. 

The treatment consisted of giving the patient a high protein, high carbohydrate, 
high vitamin diet reenforced by the oral administration of thiamine (vitamin B,) 
and ascorbic acid. For the acute dermatitis, soothing wet applications of aluminum 
subacetate solution were used, and the weeping dermatitis subsided. The exfoliative 
dermatitis, however, was resistant to all local and general treatment, and the 
dermatitis became more lichenified and infiltrated. Clinically it resembled mycosis 
fungoides and on histologic examination proved to be mycosis fungoides. 


COMMENT 

In 1940 one of us (S. M. B.'*) discussed the possibility of develop- 
ment of a malignant phase—a polymorphous cell sarcoma (Symmers )— 
in some cases of giant follicular lymphadenopathy. In 1 of our cases 
there was the clinical picture of mycosis fungoides. At that time we 
were not familiar with the work of Pautrier and Woringer,’* but since 
reading their paper we believe that lipomelanotic reticulosis is the same 
as giant follicular lymphadenopathy, and this opinion has been concurred 
in by Symmers.* Furthermore, we are of the opinion that neuropathic 
eczema as described by Ramel,'* allergic dermatitis as described by Can- 
non,'¢ dermatopathic lymphadenitis as mentioned by Hurwitt ?? and 
some of the cases described by Sulzberger and Garbe'” as chronic 
discoid and lichenoid dermatosis are all related and due to the same 
fundamental process. In 1 of our cases ’* there was the clinical picture 
of chronic discoid and lichenoid dermatosis. The view that the Sulz- 
berger-Garbe syndrome may be a manifestation of this syndrome has 
recently been concurred in by Kocsard.* All these conditions are 
characterized by follicular hyperplasia of the lymph nodes. It is true 
that the great majority of cases are benign and remain benign, but one 
should not overlook the fact that the condition may eventuate in a 
malignant phase, no matter how rare that possibility may be. 








4. Symmers, D.: Lymphoid Diseases, Arch. Path. 45:73 (Jan.) 1948. 


5. Kocsard, E.: Three Cases of Exudative Chronic Discoid and Lichenoid 
Dermatosis (Sulzberger and Garbe), J. Invest. Dermat. 10:1 (Jan.) 1948. 
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It 1s interesting to note that in a later report by Pautrier and Wor- 
inger ° 1 of their cases showed transformation in the lymph node from 
a lipomelanotic reticulosis to mycosis fungoides. In their patient, a 53 
year old man, the cutaneous lesions began as a pruritic erythema of the 
right leg and within a few weeks became a generalized erythroderma. 
Histologic examination showed a chronic dermatitis of the skin, and 
the lymph node showed the picture of lipomelanotic reticulosis. There 
was an eosinophil count of 14 per cent. The erythroderma and pruritus 
were ameliorated by radiotherapy. Three months later the patient 
presented a tumor phase with two large ulcerated tumors on the anterior 
surface of the thigh. However, all other cutaneous surfaces continued 
to show a lichenified erythroderma. Histologic examination of one of 
the tumors disclosed the typical picture of mycosis fungoides. Roentgen 
therapy resulted in the disappearance of the tumors. Examination eight 
months later disclosed edema of the scrotum, the appearance of numerous 
small tumors of the skin and an ulcerated tumor of the left zygomatic 
region and one in the right clavicular groove. The spleen was not 
enlarged, and the liver was felt 2 fingerbreadths below the costal margin. 
The patient was again given radiotherapy, which caused a regression 
of the lesions on the face. The erythroderma stage was, at the onset, 
accompanied by an increase in the size of the superficial lymph nodes. 
The histologic picture at the first examination was of an excellent 
example of lipomelanotic reticulosis.® At the second examination, 
eleven months later, a totally different picture was presented. All the 
normal structure of the lymph node had been lost. The lymph node 
was surrounded with a connective tissue capsule which was thick and 
largely infiltrated to form a reaction around the node. The tissue of 
the node proper was enlarged and homogeneous, and in no place were 
there follicles or reticular areas. Examination for lipids and melanin 
revealed none. On higher power examination the cytologic aspect was 
far from homogeneous. There was a juxtaposition of varied cellular 
elements with many mitoses. The predominating cells were similar to 
the “mycosis” cells of the cutaneous tumors. No Sternberg-Reed cells 
were found. The diagnosis for this node was mycosis fungoides. This 
change was a remarkable transformation of lipomelanotic reticulosis of 
a lymph node to a mycotic node. 


In a more recent paper Laipply 7 reported 6 cases of lipomelanotic 
reticulosis of lymph nodes in which he stressed the benignity of the con- 








6. Pautrier, L. M., and Woringer, F.: Mycosis Fungoides Generalized: 
Erythrodermic and Tumor Form; Mycosis Fungoides of the Lymph Node, Bull. 
Soc. fran¢ de dermat. et syph. (Réunion dermat., Strassbourg) 46:498 (April) 
1939. 

7. Laipply, T. C.: Lipomelanotic Reticular Hyperplasia of Lymph Nodes, 
Arch. Int. Med. 81:19 (Jan.) 1948. 
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dition. Yet in 2 of his 6 cases there was an associated monocytic 
leukemia of the Schilling type. The author stated “It is essential, there- 
fore, that the possibility of the existence of this type of monocytic 
leukemia be kept in mind in the treatment of patients who have the 
clinicopathological entity of pruritic dermatitis and lipomelanotic retic- 
ular hyperplasia of lymph nodes.” 

In Uhlmann’s * group of persons with giant follicular lymphoblas- 
toma 2 patients acquired typical Hodgkin’s disease. In 1 patient (case 
21) giant follicular lymphoblastoma and Hodgkin’s disease were present 
in the same node. 

Is it possible, in a susceptible patient, for chronic persistent derma- 
titis with hyperplasia of the lymph nodes to develop into lymphoblas- 
toma ? 

The majority of patients with this type of chronic intractable derma- 
titis state that the disease appeared to be related to contact with an 
irritant. The eruption usually appears first on the hands and can 
frequently be traced to an occupational activity. Thus, the eruption is 
originally a true contact dermatitis. 

The dermatitis, in all cases, is considered the primary lesion and the 
changes in the lymph nodes secondary. The pruritic dermatitis is 
responsible for the increase in melanin pigment seen in the nodes in 
lipomelanotic reticulosis, since the increased production and liberation 
of melanin is undoubtedly the result of scratching. In turn, this melanin 
is transported to the regional lymph nodes and phagocytosed. The 
appearance of sudanotropic material in the reticular cells is probably 
secondary to the entrance of excessive amounts of fat into the cutaneous 
lymphatic vessels as a result of scratching or injury.’ Of significance 
is the fact that Tappeiner ° noted the practically regular occurrence of 
foamy lipid phagocytes in both lymph nodes and skin lesions in cases 
of Hodgkin’s disease. The duration and severity of the pruritic derma- 
titis would thus govern the amount of melanin and fat in the lymph 
nodes. Histologic examination of the lymph node discloses only an 
apparent exaggerated response to an unknown stimulus. 

Symmers 7° stated that since the lymphoid tissues are so frequently 
exposed to the action of bacterial toxins and irritants brought to them 
in solution from absorptive surfaces of vast extent they often show, 
under these circumstances, a definite tendency to respond to irritation 
by hyperplasia of their cellular constituents. It seems probable that a 





8. Uhlmann, E. M.: The Significance of Giant Follicular Lymphadenopathy, 
Radiology 50:147 (Feb.) 1948. 

9. Tappeiner, S.: Lymphogranulomatosis of the Skin, Arch. f. dermat. u. 
syph. 181:720 (Feb.) 1941. 

10. Symmers, D.: The Relationships of the Toxic Lymphoid Hyperplasias to 
Lymphosarcoma and Allied Diseases, Arch. Int. Med. 21:237 (Feb.) 1918. 
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like reaction may be responsible for the inception of certain types oi 
diseases characterized by overgrowth of lymphoid cells, either local or 
general. Should the irritant be withdrawn after a reasonable interval 
of activity, the cellular reaction in the lymph node ceases and the hyper- 
plastic process is withdrawn. However, if the action of the irritant 
continues, it follows that the cellular response also continues. A process 
characterized by indefinite hyperplasia occurs as the result of activity 
of the same irritant or, more probably, as the result of formation of a 
self-perpetuating toxin in the involved lymph nodes. 

Desjardins ™ expressed the belief that the factor immediately respon- 
sible for lymphoblastomatous hyperplasia of the lymphoid structures is 
any type of chronic infection. If the infectious element has been present 
for a sufficiently long period, the type of infection is of little significance, 
and the duration of infection may vary considerably in different patients. 
A predisposing factor is always necessary to provide a suitable back- 
ground for the immediate cause. This point is evidenced by the fact 
that many persons have chronic dermatitis for months or years and 
never suffer from giant follicular hyperplasia. Probably this additional 
and essential element is to be found in a hereditary predisposition or 
tendency of the lymphoid tissue to react to noxious influences in a 
certain way, which is transmitted from generation to generation. The 
tendency to adenoid tonsillar hyperplasia among children of certain 
families is a well known example. The stimulus initiated by a derma- 
titis under ordinary circumstances will produce only temporary reactive 
changes. In certain persons is it not probable that in consequence there 
is set up an irremediable progressive hyperplasia analogous to malignant 
changes in other body structures ? 

Laipply * stated that transformations of hyperplasias into neoplasms. 
such as the development of cancer of the breast from simple epithelial 
hyperplasia, occur. In the hemopoietic organs this is especially true, 
since the system of cells headed by the highly potential syncytial retic- 
ular elements may, under abnormal stimulation, undergo a series of inter- 
related proliferative activities from simple hyperplasia to neoplasia. The 
end results as seen in the patient are almost infinite because of the 
diversified potentialities and varied grades of activity. The commoner 
ones have been variously named as entities by different observers 
although there actually exists no sharp separation in nature. 

This group of diseases has been classified, subclassified and arranged 
in a most complete sequence by Robb-Smith.’* He failed, however, to 
emphasize the main point, namely, that they constitute a series of inter- 


11. Desjardins, A. U.: The Etiology of Lymphoblastoma, J. A. M. A. 103:1033 
(Oct. 6) 1934. 


12. Robb-Smith, A. H. T.: Reticulosis and Reticulosarcoma, J. Path. & Bact. 
47:457 (Nov.) 1938. 
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related processes. That these diseases differ only in modifications of 
a general proliferative reaction seems apparent. No sharp deviations 
exist in nature. Since these conditions are merely different combina- 
tions of simple fundamental biologic tissue reactions, they cannot be 
sharply separated one from the other. 

The earliest form of lipomelanotic hyperplasia or giant follicular 
lymphadenopathy presents a hyperplasia of the lymph follicles interpreted 
as a condition intermediate between simple inflammatory hyperplasia 
and the tumor stage. Giant follicular lymphadenopathy is to be under- 
stood as a pattern of hyperplasia with potentialities for multiple differ- 
entiation, the end phase being unrecognizable in the initial morphologic 
picture. The follicular architecture in this disease can remain unaltered 
until the end."* 

By the use of a single filtrable reagent Furth * caused the develop- 
ment of a great variety of reticuloendothelial reactions in chickens. 
Experimentally he showed that reactions in the reticuloendothelial sys- 
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Fig. 5.—Graphic representation of a theory of the mechanism of malignant 
changes in follicular hyperplasia of the lymph nodes. 


tem falling into the categories of various so-called entities of our present 
classification can be produced. 


These divisions are arbitrary, useful only for purposes of record, 
teaching and classification, and do not exist in nature. Despite this 
limitation their very distinct and useful purpose justifies their continued 
use. It is advantageous in the present state of our knowledge to take 
cognizance of the interrelationships of the various disease processes of 
the hematopoietic organs characterized by proliferative activity. 

Uhlmann * stated that chronic lymphadenitis and lymphoid hyper- 
plasia are the designations used most frequently by pathologists to 
describe the microscopic observations. The histologic changes are com- 
paratively simple and consist, as Symmers stated, of universal and 
disseminated hyperplasia of the lymph follicles. This condition is fre- 
quently difficult to distinguish from hyperplasia commonly occurring in 


13. Cohen, S. E., and Bergstrom, V. W.: Giant Follicular Lymphoblastoma, 
Am. J. Clin. Path. 16:22 (Jan.) 1946. 

14. Furth, J.: Lymphomatosis, Myelomatosis and Endothelioma of Chickens 
Caused by a Filtrable Agent, J. Exper. Med. 58:253 (Sept.) 1933. 
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innumerable inflammatory conditions and not uncommonly in benign 
and malignant neoplasms. The follicles are often filled with large hypo- 
chromatic or even achromatic nuclei, also called “ 
various shapes. The peripheral zone of small lymphocytes is absent in 


shadow cells,” of 


some instances, while in others the follicles may consist exclusively of 


small lymphocytes. The diagnosis “giant follicular lymphadenopathy”’ 
may be made as long as these cells remain localized within the lymph 
follicles. However, rupture of the follicles with escape of the cells into 
the surrounding tissues of the lymph nodes is usually considered pathog- 
nomonic of polymorphous cel! sarcoma. 

We are of the opinion that a spontaneous diminution in size or a 
complete disappearance of the nodes may occur. It is not possible from 
study of the microscopic slides to determine whether the lymph nodes 
will remain in the same state for a short or a long period or will subse- 
quently exhibit changes which may be interpreted as lymphosarcoma, 
leukemia or Hodgkin’s disease. In a review of all cases of this type 
there is brought to light a suggestion of a toxic or irritative agent which 
stimulates the entire reticuloendothelial group of cells to hyperplasia and 
some even to neoplasia. With the pronounced hyperplasia of the 
reticuloendothelial system there is a diminution of the phagocytic activ- 
ity. The resultant crippling of this very large organ eventuates in the 
death of the patient. 

SUMMARY 


1. Two cases of lipomelanotic reticulosis developing into mycosis 
fungoides are reported. These cases indicate that lipomelanotic reticu- 
losis may in some cases eventuate in a lymphoblastoma. 


2. We are of the opinion that giant follicular hyperplasia and lipo- 


melanotic hyperplasia of Pautrier-Woringer are similar from a patho- 
genetic standpoint. 
30 North Michigan Avenue. 
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ACTUAL CAUTERY SURGERY IN DERMATOLOGY 


HARRY P. JACOBSON, M.D. 
AND 


DAVID N. ALCON, M.D. 
LOS ANGELES 


HE PURPOSE of this paper is to present a method of surgical 

treatment in dermatologic practice by means of the hot iron. This 
surgical method is applicable, with good effect, to the management of a 
large variety of dermatologic lesions. Yet, for some unknown reason, 
it does not enjoy a deserved popularity, for dermatologists generally do 
not utilize this effective therapeutic instrument. Disregard of this very 
useful surgical instrument frequently deprives some patients with 
cutaneous and accessible mucous membrane cancers of a life-saving 
procedure. The result is unfavorable reflection on dermatologists for 
their failure or inability to carry out a simple surgical procedure in the 
management of certain malignant neoplastic lesions. This reflection on 
dermatologists is evidenced by the attitude of some colleagues, especially 
those of the surgical branches of the profession, who do not hesitate to 
express the view that dermatologists are not qualified to or should they 
presume to practice surgery in any form or for any purpose. But, for 
instance, who but a dermatologist should treat a carcinoma of the dorsum 
of the hand or foot or a malignant melanoma of the plantar surface of 
the foot? Certainly these are cutaneous lesions which require derma- 
tologic management and in which cautery surgery offers the patient the 
best and not infrequently the only opportunity for a favorable result. 
Nor is the usefulness of the cautery limited to malignant melanomas and 
carcinomas of the hand. Slow growing, primary or recurrent sclerosing 
basal cell epitheliomas which have proved resistant to irradiation lend 
themselves most satisfactorily to cautery surgery. Indeed, the indica- 
tions for cautery surgery in dermatology are varied and numerous, but, 
before we proceed with a detailed tabulation of them, it might be of value 
for us to review briefly the available literature dealing with the subject. 


HISTORY OF THE CAUTERY 


Cautery heat in the treatment of disease is an ancient method and 
is spoken of in the medical writings of antiquity. Like other therapeutic 
agents which have stood the test of time, the cautery has enjoyed periods 


Read before the Section on Dermatology and Syphilology, California State 
Medical Association, Los Angeles, May 1949. 
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of favor and neglect in the practice of the healing arts through the 
centuries. 


Of the available modern literature dealing with the cautery, the 
monograph of Percy? published in 1811 merits first mention. In this 
work the author discussed cautery heat and expressed himself enthusias- 
tically in its favor. This favorable communication gave impetus to the 
use of this remedial instrument at the time and to its greater popularity. 

Brown-Séquard ? in the middle of the nineteenth century employed 
cauterization in the treatment of various types of pain, organic and 


functional. 

Unna in 1889 was first to discuss a cautery which would be suitable 
for minute or relatively delicate work in dermatology. 

In the present century the subject of cautery surgery in the manage- 
ment of neoplastic and some granulomatous lesions has been accorded 
considerable attention by a number of clinicians of leading rank in the 
profession. Bloodgood * in his paper on tumors of the jaw emphasized 
the value of the cautery in the management of neoplasms and praised the 
virtues of this instrument in the surgical treatment of epulides, fibro- 
sarcomas, giant cell sarcomas and myxodental tumors. 

Ochsner * stated in a paper entitled “Clinical Observations Concern- 
ing Malignant Tumors of the Jaws” that the vigorous use of the cautery 
in such cases produces the most satisfactory results. 

Hazen *® in an excellent review of the subject concluded that solid 
carbon dioxide does not afford thorough and deep destruction, that the 
curet alone cannot reach outlying cells; that the cold scalpel is clean but 
one must observe routine surgical care and suturing and that fulguration 
and desiccation do not possess any virtue that the cautery cannot equal 
or excel. Among the advantages of cauterization he listed the following 
points: asepsis is unnecessary ; a dry wound is left; the scab acts as its 
own dressing ; vessels are sealed, and a very satisfactory cosmetic result 
ensues, with a soft, white, flexible small scar. He recommended the 
cautery for the removal of pyogenic granulomas, lesions of lupus vul- 
garis, keratoses, papillomas, pigmented moles, malignant growths of the 
skin and patches of leukoplakia. 


1. Percy, P.-F.: Pyrotechnie chirurgicale pratique, ou l’art d’appliquer le feu 
en chirurgie, Paris, Méquignon I’aine, 1811. 

2. Brown-Séquard, C. E.: The Actual Cautery: Its Uses and Power, Boston 
M. & S. J. 93:393 (Sept. 30) 1875. 

3. Bloodgood, J. C.: Treatment of Tumors of the Upper Jaw with Cautery, 
South. M. J. 12:248 (May) 1919. 

4. Ochsner, A. J.: Clinical Observations Concerning Malignant Tumors of 
the Jaws, Ann. Surg. 68:138 (Aug.) 1918. 


5. Hazen, H. H.: The Electric Cautery in Cutaneous Surgery, J. Cutan. Dis. 
35:590 (Sept.) 1917. 
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Squier ° did some experimental work on neoplasms to determine the 
effect of cauterization as compared with fulguration. He concluded that 
fulguration does not actually char the tissue very extensively and that it 
does not affect the extensions of the lesion outside the field of main 
growth. 

Chipman * advocated use of a fine-tipped cautery for the management 
of xanthelasma, granuloma pyogenicum, molluscum contagiosum, small 
pedunculated tumors, cutaneous horns and rhinophyma. With short 
procedures, he used no anesthetic and noted relatively little pain. 

Fox and Pusey * expressed preference for cauterization over electro- 
desiccation or fulguration. Scott ® used the cautery at white heat for 
cutting. He emphasized the knifelike edge produced by such cauteriza- 
tion. He also demonstrated that a skin graft would grow well on the 
resultant wound. He was particularly enthusiastic about the sealing of 
the small capillaries and lymph spaces. He employed the actual cautery 
for incision, excision and desiccation. 

Sutton and Sutton '° “found cauterization to be the most valuable of 
all agents in combatting carcinoma of the skin. It is a method of choice if 
extirpation is mechanically possible under local anesthesia. Fulguration 
and similar methods offer nothing particularly commendable. Their 
action is not selective.” 

Behan * stated that ordinary surgical excision opens tissue spaces 
with the possible dissemination of malignant cells into the lymphatic 
and blood capillary circulation. He expressed the opinion that the actual 
cautery sealed these vascular tissue spaces and also the fascial clefts by 
producing a layer of impermeable coagulated material on the exposed 
surfaces. Considerable time is required for the softening of this charred 
tissue, and during this period of softening, digestion and absorption 
the surrounding tissue spaces and lymphatics are sealed against the 
entrance not only of cancer cells but also of bacteria. By the time the 
necrotic layer has sloughed away granulation tissue has formed beneath, 
and this in turn forms a barrier to absorption of bacteria. 


6. Squier, J. B.: Experimental Studies of the Action of Electrical Cauteriza- 
tion on Neoplasms, M. Rec. 82:614 (Oct. 5) 1912. 

7. Chipman, E. D.: Electricity in Dermatology, J. A. M. A. 83:971 (Sept. 27) 
1924. 

8. Fox, H., and Pusey, W. A., in discussion on Hazen ® and Chipman.?7 

9. Scott, A. C.: Glandular Block Dissections for Metastatic Cancer: Report 
of One Hundred and Sixty Cases Done Exclusively with Cautery, J. A. M. A. 
85:1447 (Nov. 7) 1925; Cauterization and Cautery Excision of Cancer: Study of 
One Thousand Cases, ibid., 87:1188 (Oct. 9) 1926. 

10. Sutton, R. L., and Sutton, R. L., Jr.: Diseases of the Skin, ed. 10, St. Louis, 
C. V. Mosby Company, 1939, p. 729. 

11. Behan, R. J:: Cancer, with Special Reference to Cancer of the Breast, St. 
Louis, C. V. Mosby Company, 1938. 
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Finally, the late James F. Percy,’* an outstanding surgeon and a 
pioneer in the field of cautery surgery, contributed greatly to the 
mechanical improvement and perfection of both the cautery instruments 
and the surgical technic in the sphere of cautery surgery. While his 
contributions to the literature on this subject were not many, his lectures 
and his surgical-clinical demonstrations were most instructive and 
inspiring. He regarded the cautery as a life-saving instrument in the 
management of accessible cancer and by his youthful enthusiasm and 
consummate surgical skill gained many students and disciples. 

These historical references to the actual cautery are somewhat abbre- 
viated and by no means complete. A more comprehensive survey of the 
literature would reveal additional articles dealing with the subject, but 
the limited references cited here are intended as a cross section of 
opinions and should be viewed in that light. 


DERMATOLOGIC INDICATIONS FOR CAUTERY SURGERY 


The aim of the cautery in dermatologic practice is the destruction of 
presenting cutaneous or mucous membrane lesions that do not respond 
satisfactorily to other modalities or therapeutic agents. The type and 
character of such lesions vary from simple inflammatory granulomas 
to the highly anaplastic malignant neoplasms. Representative of the 
first order are, for instance, the pyogenic granulomas. These simple 
inflammatory, hemorrhagic granulomatous lesions respond very satisfac- 
torily to treatment with the actual cautery. True, they respond also to 
other therapeutic agents but not as certainly as to management with a 
suitable cautery. 

A second group of inflammatory lesions which respond satisfactorily 
to cautery surgery is that of the infectious granulomas. 

These specific entities, regardless of their clinical appearance, are 
characterized by a closely similar microscopic architecture but are caused 
by a variety of bacterial, fungal and protozoal parasites. 

Bacterial Granulomas—The most representative and important 
members of this division of granulomas are those caused by the tubercle 
bacillus. The clinical classification of these lesions or their morphologic 
appearances is not within the scope of this paper, but it appears proper 
to point out that the actual cautery can be of considerable service in the 
management of certain cases of lupus vulgaris, tuberculosis verrucosa 
cutis, scrofuloderma and possibly other tuberculomas. 


12. Percy, J. F.: The Results of the Treatment of Cancer of the Uterus by the 
Actual Cautery, with a Practical Method for Its Application, J. A. M. A. 58:696 
(March 9) 1912; in discussion on McClellan, B. R.: Direct Heat in the Treat- 
ment of Cancer of the Cervix Uteri, Tr. Am. A. Obst. 48:1935; Cautery Excision 
and Protein Absorption in the Treatment of Accessible Cancer, West. S. A. 44:503, 
1934, 
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Fungal Granulomas.—These granulomatous lesions are caused by a 
variety of mycotic organisms belonging to several different genera, the 
most important of which are Coccidioides immitis, Blastomyces, Actino- 
myces bovis and Cryptococcus neoformans (Torula histolytica). The 
lesions produced by these different parasites resemble each other clini- 
cally, and their microscopic architecture is also very similar. 

The indications for the actual cautery here are governed by the 
extent of the infectious process. If the lesions are limited to cutaneous- 
subcutaneous, well defined granulomatous masses, adequate cautery 
surgery may render excellent service. In the presence of widespread 
systemic infection, however, the local granulomatous masses had better 
be left undisturbed. 

Protozoal Granulomas.—The representative protozoal granulomas 
susceptible of cautery surgery are the several forms of leishmaniasis and 
granuloma inguinale. The oriental sore lends itself eminently to cautery 
treatment, and granuloma inguinale is particularly suitable for cautery 
surgery when ulcerated and extensive. Other dermatologic entities in 
which cautery management is indicated are molluscum contagiosum, 
verrucae, some benign hypertrophic lesions and some nevi. 

Neoplasms.—Of all the conditions ‘for which cautery surgery is 
indicated in dermatologic practice, the neoplasms occupy first place in 
their therapeutic response to this method of treatment. This statement 
applies to both benign and malignant types. 

The benign group of lesions which may be treated successfully with 
the hot iron includes neurofibromas, leiomyomas, sebaceous adenomas, 
multiple benign cystic epitheliomas, syringocystadenomas and glomus 
tumors and also certain vascular nevi, hemangiomas, lymphangiomas and 
angioendotheliomas. Under this heading one may also include the 
so-called precancerous leukoplakias, keratoses from tar, arsenic and the 
like and necrotic ulcerations resulting from radiation. 

The greatest therapeutic usefulness of the cautery in dermatologic 
practice lies in the field of malignant neoplasms. These embrace basal 
cell tumors, squamous cell or epidermal carcinomas, malignant melanotic 
or amelanotic carcinomas, malignant endotheliomas and angiomas, fibro- 
sarcomas, neurofibrosarcomas (when limited and circumscribed) and 
the single circumscribed lesions of Kaposi’s sarcoma. These malignant 
growths may occupy any part of the cutaneous surface or mucous mem- 
brane of the lips, gingivae or buccal mucosa. Regardless of location, 
however, the cautery is a most useful therapeutic weapon in their man- 
agement, and in some cases it is the only instrument which offers hope 
for possible arrest and cure of the malignant process. 

The determinants in the success or failure of cautery surgery in any 
given case are the same as those which operate in any other method of 
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cancer therapy. These are early diagnosis, the character and location of 
the lesion, the degree of malignancy and extent of invasion, the presence 
or absence of distant metastasis and, finally, the experience, training and 

















Fig. 1—A, epidermoid carcinoma on the right arm, near the elbow. B, epider- 
moid carcinoma immediately after cauterization. C, epidermoid carcinoma near 
elbow as observed postoperatively. 


ability of the operator. It appears pertinent and proper to emphasize 
here some essential steps which must be observed in cautery operations 
on malignant neoplasms: 
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1. Within its cutting field, cautery excision must include the malig- 
nant lesion proper plus a zone of normal surrounding tissue which varies 
in extent and depth from 1 to 4cm. The exact size of the excision must 











Fig. 2——A, basal cell epithelioma. B, basal cell epithelioma immediately after 
cauterization. C, basal cell epithelioma as seen six weeks postoperatively. 


depend on the character of the surrounding inflammation, the type of 
tumor and the amount and extent of infiltration present. 

2. No instruments to control bleeding should be employed except 
when absolutely required because of major hemorrhage. Except in rare 
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instances, bleeding in dermatologic cautery work can be checked with the 
cautery tip or by simple pressure. 














Fig. 3—A, epidermoid carcinoma of the lip; operative cavity immediately after 
cauterization. b, epidermoid carcinoma of the lip photographed six weeks post- 
operatively. 


3. Infiltration anesthesia should be used rarely, if at all, and should 
never be employed in the excision of malignant melanomas or growths 
of a very high grade of malignancy. When one is forced to use infiltration 
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anesthesia the needle punctures should be at a distance of at least 3 cm. 
from the edge of the lesion.’* 

4. There must be no regard to possible bad cosmetic results following 
cautery surgery. When in doubt as to the extent of cautery excision, 
one should cut more instead of less and remember that the first operation 
may be the patient’s last opportunity. In dealing with malignant neo- 
plasms one’s first and foremost thought must be the saving of the patient’s 
life. Only after this purpose is achieved may one consider oneself at 
liberty to think of other aspects of the problem. Cautery surgery—or, 
for that matter, any kind of surgery—should not be followed by any type 
of skin grafting sooner than one year postoperatively. In the experience 
of one of us (H. P. J.) with the cautery, which covers a period of some 
twenty-five years and which includes many cases in which as much as 20 
square centimeters or more of skin was excised, there was not a single 
instance in which skin grafting was necessary. All operative defects 
filled in satisfactorily with granulation tissue, and the overlying skin 
defect healed. Such complete healing took anywhere from three to 
fifteen weeks, the time depending, of course, on the size of the lesion, the 
general state of health and nutrition of the patient and presence or 
absence of spirochetal infection. 

Cautery management of specific infectious granulomas, some hyper- 
trophic inflammatory lesions, warts, papillomas and nevi, among others, 
is usually a limited surgical procedure easily carried out in the office, 
with or without local anesthesia. Cautery scars, contrary to more or 
less general belief, are soft and pliable, much smaller in size than one 
would anticipate either prior to surgery or immediately after surgery 
and certainly not unsightly. When and if, after a sufficient lapse of time, 
plastic repair is requested or indicated, competent reconstructive surgery 
may be carried out as after cold knife surgery. 


POSTOPERATIVE CARE AND COURSE 


The operator, as a finishing surgical touch, should render the opera- 
tive bed dry, hard and leathery by “cooking” the part with the cautery 
tip to seal the blood vessels and the lymphatic spaces and to provide a 
protective covering against secondary bacterial infection. Local anti- 


13. Our reason for this caution is the assumption that highly malignant neo- 
plastic lesions, especially when of some clinical duration, are fairly likely to have 
outposts of microscopic metastatic foci in their immediate vicinity. To circumvent 
contacting and irritating these foci by means of the anesthetic needle point, with 
the possible consequent hazard of causing extension and spread of the metastatic 
process, we prefer to excise such lesions with the cautery without infiltration anes- 
thesia. This surgical procedure is simple, and also, when the cautery tip and/or 
blades are heated to a proper degree of temperature (cherry red or white heat), 
it is fairly painless and devoid of much discomfort. 
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septics (except mild antibiotics) are not needed, as sterile dry dressings 
or petrolatum gauze are usually adequate. The dressing should be 
changed only when saturated with the exudate from the bed or wound, 
and the time of such saturation will vary from forty-eight hours to five 

















Fig. 4—A, hemangioendothelioma of the lip. B, hemangioendothelioma of the 
lip immediately after cautery surgery. C, hemangioendothelioma of the lip as 
photographed five weeks postoperatively. 


or six days. Thereafter the required time for changes of dressings will 
vary with the character of the tissue sloughing and onset of granulation. 
In a cautery wound of average size granulation commences about twelve 
to fourteen days postoperatively and is completed in another ten to 
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fourteen days. Administration of opiates or sedatives postoperatively 
for relief of pain is practically never required. The absence of post- 
operative pain is a usual characteristic as well as an advantage in der- 
matologic cautery surgery. 


TYPES OF CAUTERIES 
There are several different types of cautery instruments for derma- 
tologic purposes. For small* benign verrucae, molluscum contagiosum 
and vascular nevi, for instance, the Cameron platinum cautery tips are 
quite satisfactory. Larger neoplastic or granulomatous lesions (1 to 4 
cm.) may be excised widely and deeply with one of the variously sized 
Post cautery blades, the size of the blade depending on the size and 
character of the lesion. Excision of the lesion is followed by “cooking” 
or cauterization to a leathery consistency of the operative bed with the 
ball-tipped Percy applicator. Lesions larger than the aforementioned 
ones should be treated with an appropriately sized blade of the Percy 
set, treatment always being followed as previously outlined with applica- 
tion of a ball-tipped cautery to the operative field to produce a consistency 
of leather 
SUMMARY 


To summarize briefly the important points in this presentation, it 
must be stated and emphasized that in the management of dermatologic 
malignant growths and certain other cutaneous lesions, the cautery in 
experienced hands is a powerful therapeutic weapon which in most cases 
is capable of checking and destroying the malignant process. In derma- 
tologic practice cautery surgery is usually a simple operative procedure 
which may frequently be performed without an anesthetic, either local 
or general. Hemorrhage is usually absent or minimal and when present 
may usually be controlled by cauterization with the hot metal. Post- 
operative pain is characteristically absent, the need for opiates and other 
sedatives thus being canceled. 

Cautery scars, if regularly and properly massaged, are usually soft, 
pliable and quite presentable. Postoperative skin grafting is rarely 
needed. 


2007 Wilshire Boulevard (5). 
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Clinical Notes 


RED FLUORESCENCE OF URINE IN WOOD'S LIGHT AS AID IN 
OFFICE DIAGNOSIS OF PORPHYRIA 


1. ZELIGMAN, M.D., D. Med. Sc. 
BALTIMORE 


The usual methods of examination for porphyrins in the urine demand con- 
siderable time and effort on the part of the physician and the technician. No 
fast reliable method for quantitatively estimating coproporphyrin in the urine has 
been devised, but the significance of increased excretion of this pigment has been 
found to be unimportant in the dermatoses! though of importance and interest 
in the anemias, hepatopathies and febrile disorders. 

Porphyria, on the other hand, in which uroporphyrin, an abnormal porphyrin, 
is found in the urine, may be of great significance to dermatologists. With por- 
phyria, one may see various dermatologic symptoms. Hydroa estivale, epidermolysis 
bullosa-like lesions, sclerodermatous eruptions, hypertrichosis and hyperpigmenta- 
tion have been recognized to occur with porphyria. In addition, persons with 
porphyria not infrequently have gastrointestinal or neuropsychiatric complaints. 

Study of several cases of porphyria has taught me that the diagnosis may 
be made in any dermatologist’s office by means of Wood’s light. In ordinary 
light normal urine is amber but if concentrated may have a pinkish amber tinge; 
porphyric urine may be pink, red or brown. Three hundred spot specimens of 
normal urine were examined in Wood’s light and characteristically appeared 
greenish blue or greenish yellow because of the presence of unknown fluorescent 
substances. Concentrated normal urines at times gave a suggestive pinkish yellow 
tinge in Wood’s light, but repeated examinations of spot specimens showed that 
this was only a temporary phenomenon. 

On the other hand, urine contdining uroporphyrin has definite pinkish red 
fluorescence. Observation of innumerable specimens from several such persons 
with porphyria revealed no instance in which the urine did not give a definite 
red fluorescence. The phenomenon of red fluorescence of all the porphyrins has 
been well established for years,? but it is apparently not well known to many 
physicians. The presence of porphyrinogens, colorless compounds which are oxi- 
dized to the pigmented porphyrins on exposure to light, heat, acid or air, was found 
to be unimportant in the cases studied. Actually, on standing for several weeks, 
porphyric urines invariably formed precipitates and actually lost their fluorescent 
characteristic. Fluorescence was seen best in freshly passed urine. 

The dermatologist who always has available in his office or clinic a Wood 
filter for examination for tinea capitis has an excellent opportunity to study the 





From the Dermatology and Chemical Divisions, Department of Medicine, Johns 
Hopkins Hospital and School of Medicine. 


1. Zeligman, I.: Urinary Excretion of Porphyrin in Dermatoses, Arch. 
Dermat. & Syph. 54:281-291 (Sept.) 1946. 
2. Vannotti, A.: Porphyrine und Porphyrinkrankheiten, Berlin, Julius 


Springer, 1937. 
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fluorescence of urine. Persistent red fluorescence of urine in the Wood light 
should make him suspect porphyria and warrants spectroscopic and chemical pro- 
cedures for complete confirmation. 


SUMMARY 
Examination of urine in Wood’s light should be used as an office procedure in 
cases of suspected porphyria. 
Porphyric urines were found to exhibit red fluorescence, whereas normal urines 
characteristically showed greenish blue or greenish yellow fluorescence, in Wood’s 
light. 


1109 North Calvert Street (2). 





CONTACT DERMATITIS FROM PLASTIC MITTENS 


H. J. TEMPLETON, M.D. 
OAKLAND, CALIF. 


I have recently observed 2 cases in which dermatitis developed on the glove 
areas of both hands of women after they had purchased plastic mittens (‘“plasti- 
mitts”) to protect their normal skins during dishwashing. In each case the diag- 
nosis was proved by patch tests. 


3115 Webster. 





TINEA NIGRA IN THE UNITED STATES 


LIEUTENANT COLONEL LOUIS S. LELAND 
MEDICAL CORPS, UNITED STATES ARMY 


Pardo-Castello,| Neves and Costa,2 and Walsh? reported the occurrence in 
Cuba, Brazil and Panama, respectively, of tinea nigra of the palm due to the 
black fungus Cladosporium wernecki. 

There is no record of infection due to this organism occurring in the con- 
tinental United States. 

REPORT OF A CASE 

A white girl aged 15 was observed in July 1948 because of several black 
macules on the right palm, which had appeared in 1945 after the patient had lived 
for three years in Tallahassee, Fla. At no time since 1939 had she resided in 
or visited an area south of that city. 

The macules varied in hue and involved a greater or lesser area, the extent 
depending on the frequency of hand washing. More frequent washing reduced 


From the Walter Reed General Hospital, Washington, D. C. 
1. Pardo-Castello, V.: Keratomycosis nigricans palmaris, Rev. argent. der- 
matosif. 22:255-264, 1938. 

2. Neves, J. A., and Costa, O. G.; Tinea Nigra, Arch. Dermat. & Syph. 
55:67-84 (Jan.) 1947. 

3. Walsh, E. N.: Tinea Nigra in Panama, Arch. Dermat. & Syph. 57:732- 
733 (April) 1948. 
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the size and number of the individual lesions, but they never entirely disappeared. 
On first observation, in July 1948, there were approximately fourteen individual 
macules, each 3 to 5 mm. in diameter, arranged in two roughly parallel rows, 
divided by the thenar-hypothenar fold. When the patient was seen one month 
later, the macules had coalesced (fig. 1). 

The lesion was asymptomatic; other parts of the skin surface were not involved, 
and other members of the family were not affected. 

Laboratory Examination.—Scrapings from the lesions cleared with 20 per cent 
potassium hydroxide solution revealed a pigmented mycelium in the stratum 








Fig. 1—Tinea nigra showing black coalescing lesions of right palm. 


corneum (figs. 2 and 3). Scrapings deposited on Sabouraud’s medium and 
incubated at room temperature showed, after five days, round, black, glistening 
colonies of a bacterial consistency. On corn meal agar, carrot slices and Sabouraud’s 
maltose agar, dark hyphal filaments were seen radiating from the periphery of 
the colonies and penetrating the substratum. Two weeks after inoculation, the 
corn meal agar medium had become cqmpletely diffused with the greenish black 
pigment secreted by the organism, and a grayish aerial nap had appeared at the 
edges of the colonies on the carrot slices. 

Sabouraud’s maltose agar supported both types of growing: (1) the smooth 
glistening black colonies, yeastlike in appearance with penetrations of hyphal fila- 
ments into the substratum, and (2) colonies with smooth glistening centers sur- 
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Fig. 2—Low power (xX 120) magnification of stratum corneum prepared with 
20 per cent potassium hydroxide solution, showing mycelium. 























Fig. 3—High power (X 380) magnification showing manner of growth of the 
mycelium among the cells of the stratum corneum. 


856 

















a ae 





BARDACH—SUGGESTIVE SIGN OF ALLERGY 857 


rounded by radial edges of short arial hyphal filaments. Microscopically, the 
former colony type consisted mainly of budding forms similar to those seen in 
more commonly encountered yeasts. The latter colony type was made up of septate 
hyphae from which elongated conidiophores had arisen to bear oval or elliptic 
conidia, arranged in densely packed clusters at their terminations. 

One cubic centimeter of a heavy saline suspension of the organism was 
injected intravenously into an albino rabbit. Three months later the rabbit was 
still alive and healthy. 

SUMMARY 

A case of tinea nigra of the palm occurring in the United States is reported. 

The causative organism was identified as C. wernecki. 


Miss Sylvia G. Cary and Dr. N. F. Conant assisted in identification of the 
organism as C. wernecki. 





A SUGGESTIVE SIGN OF ALLERGY 


KURT BARDACH, M.D. 
NEW YORK 


In the June 1948 issue of the ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 
Dr. David B. Morgan! called attention to a sign that Dr. Charles C. Dennie asso- 
ciates with allergic tendencies. This sign is described as a definite wrinkle just 
beneath the margins of the lower eyelids which usually is present at birth or 
shortly thereafter and is retained throughout life. Dr. Morgan mentioned that this 
suggestive sign has not previously been reported in medical literature. 

This wrinkle is found in many infants once the physician’s attention is drawn 
to it and he starts looking for it. This wrinkle gets less conspicuous the older the 
child becomes, but on close examination it can be seen throughout most of the 
lifetime. In an occasional adult this wrinkle remains obvious. Those who have 
read Thomas Mann’s “The Magic Mountain” 2 may recall the detailed description 
he gave this wrinkle when describing the girl with whom the hero falls in love 
while in the sanatorium. This sign is known in the dermatologic and genesiologic 
literature as mongolian pleat. 

In the fifth century the Huns under Attila overran almost all Europe until 
they were turned back in the battle of Chalons, 451 A.D. About 1200 A.D. Genghis 
Khan, and at the end of the fourteenth century, Timur, also known as Tamerlane, 
with their mongolian hordes overran Asia and the eastern part of Russia. Most 
of the mongolian traits which the offspring of these voluntary and/or involuntary 
alliances inherited have vanished during the centuries, but this mongolian pleat has 
survived. Naturally it appears in families, just as does the tendency toward allergy. 

As I have been interested in the history of medicine for many years, I have 
also been interested in families with mongolian pleats and their hereditary condi- 
tions, but I did not have the impression that allergic diseases prevailed in these 
families in such a high percentage. I shall watch for this relation more closely in 
the future. 


2 West Eighty-Eighth Street. 





1. Morgan, D. B.: Suggestive Sign of Allergy, Arch. Dermat. & Syph. 
57:1050 (June) 1948. 

2. Mann, T.: The Magic Mountain, translated from the German by H. T. 
Lowe-Porter, New York, Alfred A. Knopf, 1926. 
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CONTACT DERMATITIS DUE TO THIAMINE 





Report of Two Cases 






FRANK C. COMBES, M.D. 
AND 
JOHN GROOPMAN, M.D. 
NEW YORK 













A review of the literature discloses no cases of contact sensitivity due to 
thiamine (vitamin Bi), and personal communication, so far as practicable, with 
other dermatologists fails to elicit any cases of allergic contact dermatitis due to it. 
Within the past two years we have observed 2 cases of such contact sensitivity. 
Both occurred in persons who worked in a pharmaceutical establishment, filling 
ampuls containing injectable materials, one of which was vitamin B:. 









The patients’ sole duties in these establishments were the filling of ampuls and 
vials, without actually handling the contents, although from time to time the 
M contents splashed onto their fingers and hands. The interval of time elapsing 
between the initial handling of the substances and the appearance of a dermatitis 
was three months and eight months, respectively. In each instance the original 
site of involvement was on the back of the hands and fingers, with subsequent 
spread to the wrists and forearms. Reactions to patch tests were positive in both 
patients and remained so for many months. Similar patch tests with the contents of 
other ampuls individually and collectively elicited negative reactions. Additional 
evidence that vitamin Bi: was responsible was the immediate recurrence of the 
“6 dermatitis when the patient returned to the same work, with reexposure to the 

contactants. 














Case 1—A. M., a 35 year old woman, had been employed filling ampuls and 
vials with various vitamin fractions since February 1948. She appeared at our 
office in October of that year complaining of violent itching of the fingers, hands, 
wrists and forearms. Her specific duty at the plant was the operation of a machine 
filling vials and ampuls. She never wore gloves or any other protective clothing, 
and so from time to time some of the ingredients spilled over her hands. 

There were patches of an erythematovesicular dermatitis on the fingers, backs of 
the hands, wrists and forearms. Many of the patches were covered with fine scales, 
while others showed punctate excoriations due to scratching. The patient added, on 
direct questioning, that at various times she filled vials with a crude liver extract 
under ultraviolet radiation. She felt that her hands became worse at these times 
and initially thought that possibly all her troubles were from this source. However, 
tests with crude liver (from her establishment) were done by painting the crude 
liver extract in full strength on the skin adjacent to the involved areas and simul- 
taneously exposing the areas to intense ultraviolet radiation. There was neither 
an exacerbation of the involved areas nor an excessive reaction in the irradiated 
areas forty-eight hours later. Patch tests with all the ingredients used in filling 






















i the vials and the ampuls were then made. Within forty-eight hours at each of the 
{ sites of patch tests for sensitivity to vitamin Bi there was a positive reaction 
4 especially to pure vitamin B:, which elicited about a 3 plus reaction. These tests 
:"9 were repeated, along with an additional one with pure thiamine hydrochloride 
. U.S.P. Tests were also made on controls. Forty-eight hours later the patient 


showed 3 plus reactions on all sites. The reactions on the controls were negative. 





From the Department of Dermatology and Syphilology, New York University- 
Bellevue Medical Center, College of Medicine. 
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Twelve days later the patch tests with vitamin B: were repeated, and the same 
3 plus reactions were elicited. On the thirty-eighth day the same procedure was 
again repeated, with duplication of results. 

With a view to finding some previous exposure to vitamin Bi, the patient was 
questioned carefully as to the use of vitamins, injections of vitamin B: in particular. 
She stated that she had not taken vitamins in any form as medicine and had not 
taken any other medicament for many years. 

She made an uneventful recovery with routine local care, which included appli- 
cation of ointments and grenz radiation. At each visit the original sites of the patch 
tests still showed evidence of positive reactions. Some of the tested areas were 
covered subsequently with fine scales. 

Several weeks after discharge she came back with a similar dermatitis. She 
had returned to the plant and resumed the filling of vials and ampuls with 
vitamin B;. Simultaneously there was some erythema at the sites of the patch tests 
done on the occasion of her initial dermatitis. At this time she was again retested 
and found sensitive to all contactants containing vitamin B:. Tests with all other 
ingredients elicited negative reactions. 

Case 2.—C. F., a 36 year old woman, was employed at the same plant doing 
the same type of work as the previous patient. After only three months at this 
occupation she noted itching of her fingers and hands. This became progressively 
worse, but she continued to fill the vials with vitamin B:. Both eyelids were swollen 
and red; she recalled wiping her eyes with her hands while working. On direct 
questioning she also stated that she had never taken vitamin B: by injection or 
ingestion or that she had ever been employed doing similar work, filling ampuls 
or vials, previous to her present job. 

Examination disclosed patches of an erythematovesicular dermatitis on the 
fingers, with inflammatory edema of both eyelids. Patch tests with all the 
ingredients she handled were applied, but only those containing vitamin B; elicited 
positive reactions. A patch test with pure thiamine hydrochloride U.S.P. elicited a 
2 plus positive reaction. The patient made an uneventful recovery and was 
warned about her sensitivity to substances contacted in this occupation. 

Several weeks later she returned to the office with a recurrence. The dermatitis 
now extended to the wrists, forearms and cubital regions. She had not followed 
advice and had again been operating the same machine. Within the same week 
all her symptoms had exacerbated. Patch tests were repeated, with identical 
results. Following admonition not to return to the same job and to avoid contact 
with solutions of vitamin Bi, she has since remained well. 


104 East Fortieth Street. 





LOCALIZED AMYLOIDOSIS CUTIS ASSOCIATED WITH PSORIASIS 
IN SIBLINGS 


LUDWIG ISAAK, M.D. 
NEW YORK 


Although psoriasis is a common skin disease in which heredity is considered 
to be an important factor, nothing has been known about the familial incidence 
of the relatively rare localized amyloidosis cutis. The present report deals with 
2 siblings who presented both amyloidosis cutis and psoriasis on the legs. 





From the Skin and Cancer Unit and Department of Dermatology and 
Syphilology, the Post-Graduate Medical School of New York University- 
Bellevue Medical Center, Dr. Marion B. Sulzberger, director. 
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REPORT OF CASES 


Case 1.—I. S., 64, a dentist of Russian-Jewish extraction with a history of 
psoriasis for thirty-five years, complained of severe itching on his legs for the last 


seven years. 
Nov. 22, 1944, revealed numerous erythematous, infiltrated, 


Examination on 
scaly, papular lesions on the extensor surface of both legs with interspersed areas 














Fig. 1—Amyloidosis cutis associated with psoriasis. 
showing pinhead-sized, firm, papular, yellow-brownish lesions. Biopsy of speci- 
mens from the papular lesions, clinically considered as characteristic of amyloidosis 


cutis, confirmed that diagnosis. The report of the microscopic changes (Dr. 


Wilbert Sachs) was as follows: “In the subepidermic region were several small 


masses taking a purplish stain. There was a moderate inflammatory reaction 


throughout the upper portion of the cutis. The epidermis was moderately acanthotic 


but showed no important change. The methylrosaniline chloride stain gave the 
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aforementioned masses a red color.” As the patient was seen only twice, no 
further investigation was possible. He died of a heart attack. No evidence of 
generalized amyloidosis was found. 

Case 2.—A. S., aged 62, the unmarried sister of I. S., has been under my 
observation for the last four years. In August 1944 she complained of an erup- 














Fig. 2—Positive reaction to congo red test within area of amyloidosis cutis. 


tion on both legs and thighs said to be of four years’ duration and accompanied 
with excessive itching during the preceding year. On the extensor surface of 
both legs and thighs (fig. 1) there were numerous oval, red, scaly patches of 
different size between which one could see areas presenting brownish, lichenoid 
lesions. On elbows and the lower part of the back, within normal skin, erythe- 
matous, scaly, papular lesions were present. Biopsy of specimens of the respective 
characteristic lesions confirmed the diagnoses both of psoriasis and of amyloidosis 





ae 





862 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


cutis. Congo red tests gave positive reactions within the area of amyloidosis of 
the skin (fig. 2) and negative ones within a psoriatic lesion. The psoriasis was 
extremely resistant to therapy, and the skin showed a great hypersensitivity to 
ultraviolet radiation. Recently there appeared on the lower medial aspect of the 
right leg a small area of telangiectasias, similar in appearance to the changes 
characteristic of roentgen ray damage. 


COMMENT 


The 2 cases described have many striking resemblances. In both the psoriasis 
was resistant to therapy, and in both an excessive pruritus was the main com- 
plaint. In both patients amyloidosis developed late in life. Several important 
questions arise. Is there any relation between psoriasis and amyloidosis? Does 
the familial incidence of amyloidosis of the skin, hitherto not reported, suggest 
a hereditary preparedness for the development of the condition? Are patients 
with amyloidosis cutis hypersensitive to radiation? The discovery of telangiectasias 
on the previously irradiated skin of patient A. S. as well as Dr. Felix Sagher’s 
personal communication to me concerning formation of telangiectasias in another 
patient with amyloidosis cutis who received doses of grenz rays 1—which, in 
normal skin, would not have caused sequelae—leads to that question. 


SUMMARY 


The occurrence of psoriasis and localized amyloidosis cutis in 2 siblings is 


reported. 

The 2 cases showed great similarities in appearance, symptoms and resistance 
to therapy. 

Evidence of radiation hypersensitivity in 2 cases of amyloidosis cutis (1 
reported here and 1 previously observed) suggests further investigation. 


45 East Eighty-Fifth Street. 


1. Dostrovsky, A., and Sagher, F.: Localized Amyloidosis of the Skin: 
Report of Cases, Intracutaneous Congo Red Test as Diagnostic Aid, Arch. Dermat. 
& Syph. 44:891 (Nov.) 1941. 





CHONDRODERMATITIS NODULARIS CHRONICA HELICIS IN A WOMAN 


EUGENE A. HAND, M.D. 
SAGINAW, MICH. 


Since Rost 1 reported the first case of chondrodermatitis nodularis chronica helicis 
in a female in 1926, 10 cases of the disease in women have been reported. The sex 
incidence is about 10 in males to 1 in females. 


REPORT OF A CASE 


History —N. W., a white woman aged 58, was seen on May 14, 1948 with a 
lesion on the tip of the right ear which had been present for six months. It was 
painful on pressure. There was no indication of any causative factor. 


1. Rost, G. A.: Wien. med. Wehnschr. 76:931 (July) 1926. 
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Examination.—On the tip of the right helix was a typical lesion of chondro- 
dermatitis nodularis chronica helicis. 

Biopsy—The tissue removed by curettage and cautery was reported by 
Dr. Hermann Pinkus, of Monroe, Mich., as being typical of chondrodermatitis 
nodularis chronica helicis. 


126 North Franklin Street. 





COEXISTING TINEA CAPITIS AND ALOPECIA AREATA 


JAMES H. STRAUCH, M.D. 
AKRON, OHIO 


The use of one disease to cure another was a frequent occurrence in medieval 
medical lore but, except for the introduction of malaria in syphilis of the nervous 
system, has been almost completely abandoned in modern times. 

Recently I observed the occurrence of two diseases which by their antagonism 
resulted in the cure of one of them. 


REPORT OF CASE 


P. S, a boy aged 13, was seen, complaining of the sudden onset of two bald 
spots on his scalp of two weeks’ duration. He gave a past history of having ring- 
worm of the scalp which was detected at school one year previously and which had 
been treated only by fungicides locally. 

Examination revealed qa noninflammatory smooth, glossy circular area of 
alopecia 3 cm. in diameter on the occiput, with several exclamation point hairs. 
Surrounding this area were numerous hairs showing bright green fluorescence on 
examination under a Wood filter. The area of alopecia itself and the rest of the 
scalp did not fluoresce. A diagnosis of tinea capitis and coexisting alopecia areata 
was made. 

The patient was kept under observation but no therapy except a daily shampoo 
and application of 2 per cent salicylic acid and 5 per cent sulfur in an oxychoiesterol- 
petrolatum ointment base (aquaphor®) locally was given. The area of alopecia 
areata gradually extended to include the infected hairs, and, in addition, three new 
circular areas of alopecia without any fluorescing hairs appeared on the sides of 
the scalp. After the infected hairs had fallen out, there was no reappearance of 
fluorescent hairs. In the course of two months a fuzzy regrowth of hair recurred 
in the areas of alopecia. 

COMMENT 

The possibility that tinea capitis causes alopecia areata in some cases is interest- 
ing, but no increase in alopecia areata has occurred in spite of the epidemic of tinea 
capitis which occurred during World War II and in the postwar period. Since 
both diseases are relatively common, it is surprising that more cases of coexisting 
tinea capitis and alopecia areata have not been noted, if there were a relation 
between them. 


There has been no mention of the problem of treating tinea capitis with 
roentgen epilation in a patient with alopecia areata. Obviously it is possible for the 
alopecia areata to persist or extend during and after the time of the defluvium from 
roentgen ray therapy. Progression to alopecia totalis might even occur. In many 
of these cases, the danger of the patient’s attributing the persistence of alopecia to 
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roentgen ray therapy is obvious, and it might encourage medicolegal action. The 
effect of roentgen ray therapy on alopecia areata is unknown and, because of the 
hazards of investigation, probably will remain so. However, Leipold! recorded the 
case of a 22 year old woman with alopecia totalis whose hair grew back after an 
epilating dose of roentgen rays to the scalp. 


SUMMARY 
A case of coexisting tinea capitis and alopecia areata is presented. 
Spontaneous spread of the alopecia areata resulted in the falling of infected 
hairs and in the cure of the tinea capitis. 


404 Ohio Building (8). 


1. Leipold, W.: Healing of a Total Alopecia Areata by Means of Roentgen 
Epilation Dosage, Dermat. Wchnschr. 705:1259, 1937. 





PROTECTIVE VALUES OF LEAD FOIL 


ROBERT S. LANDAUER, Ph.D. 
AND 
ROBERT S. LANDAUER Jr., S.B. 
HIGHLAND PARK, ILL. 


In general, dermatologists are unaware of the percentage of radiation trans- 
mitted by the lead foil they so commonly use for protection of the skin. In the 
administration of heavy doses for epitheliomas and plantar warts, this lack of precise 
knowledge leads to the frequent employment of multiple layers of foil—entirely 
unnecessary in most instances. The following table gives the percentage of 
radiation transmitted through various thicknesses of lead foil, at several commonly 
employed kilovoltages. The measurements were made on the radiation from a 
shockproof tube, of a type frequently used by dermatologists. In the interest of 
brevity, a description of the technical procedures will be omitted. 


Percentages of Radiation Transmitted Through Various Thicknesses of Lead 
Foil, at Several Commonly Employed Kilovoltages 








Percentage of Radiation Transmitted 

ennai ee a — 
60 Pea 80 Peak 100 Peak 120 Peak 
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Thickness of Foil, Inches Unfiltered Radiation 
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DISTRIBUTION OF PITYRIASIS ROSEA 


JEFF DAVIS, M.D. 
AND 
GEORGE A. WALDRIFF, M.D. 
NEW YORK 


Thirty-six years ago, Fox! stated that “our textbook descriptions of pityriasis 
rosea need many additions and corrections.” According to our present findings 
concerning the distribution of this eruption, his remark is still valid. 

Modern dermatologic texts follow the original concept of the distribution of the 
lesions in pityriasis rosea as given by Gibert? in 1860. We quote from four: 
Becker and Obermayer ® stated that “the location of a typical eruption is the trunk 
and the extremities above the elbows and knees.’ According to Sutton and Sutton,4 
“the eruption may be limited to the trunk, but the upper arms and the thighs are 
frequently attacked. Rarely the face is involved.” MacKee and Cipollaro > expressed 
the opinion that “the eruption is usually limited to the chest, abdomen and back, 


although lesions may occur on the arms and thighs. It rarely attacks the face.” 


Andrews ® considered the usual sites to be “the trunk, upper arms and thighs.” 


Pityriasis rosea has been known to occur on the face, scalp, neck, forearms 
and legs in some cases, but it has been taught that this distribution was atypical. 
We have analyzed a group of cases of pityriasis rosea and compared them with 
- two other large series of cases, compiled by Weiss, Lane and Showman? and Niles 


From the Department of Medicine (Dermatology) New York Hospital and 
Cornell University Medical College. 

1. Fox, G. H.: A Broader View of Pityriasis Rosea, J. A. M. A. 59:493 
(Aug. 17) 1912. 

2. Gibert, C. M.: Traité pratique des maladies spéciales de la peau et de 
syphilis, ed. 3, Paris, H. Plon, 1860. 

3. Becker, S. W., and Obermayer, M. E.: Modern Dermatology and Syphil- 
ology, ed. 2, Philadelphia, J. B. Lippincott Company, 1947, p. 241. 

4. Sutton, R. L., and Sutton, R. L., Jr.: Diseases of the Skin, ed. 10, St. Louis, 
C. V. Mosby Company, 1939, p. 300. 

5. MacKee, G. M., and Cipollaro, A. C.: Skin Diseases in Children, ed. 2, 
New York, Paul B. Hoeber, Inc., 1946, p. 178. 

6. Andrews, G. C.: Diseases of the Skin for Practitioners and Students, ed. 
3, Philadelphia, W. B. Saunders Company, 1946, p. 202. 

7. Weiss, R. S.; Lane, C. W., and Showman, W. A.: Pityriasis Rosea, Arch. 
Dermat. & Syph. 15:304 (March) 1927. 
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and Klumpp,’ with special regard to the occurrence of lesions on the face, scalp, 
neck, forearms and legs. Of 157 cases observed at the New York Hospital, the 
disease in 8@ (50.9 per cent) had a distribution including one or more of these 
sites (table). 


OBSERVATIONS 

The frequency of occurrence of pityriasis rosea in certain anatomic locations 
in 716 cases is given in the table. A high incidence of occurrence in supposedly 
rare sites is to be noted for these particular locations in each of the three series 
of cases. The face is alluded to in some texts as a rare location for the appearance 
of pityriasis rosea. Yet facial lesions were noted in 13.6 per cent of the cases. In 
one of the series the incidence was 19.6 per cent. The incidence of cervical lesions 
was 30.6 per cent in our own series. Niles and Klumpp reported an occurrence of 
the eruption in this location in 59.8 per cent of their cases. The average for the 
three series was 35.9 per cent for this site. Gibert included the neck in his original 


Frequency of Occurrence of Pityriasis Rosea in Certain Locations in 716 Cases 














Total Percentage of the Yotal 
Number with Lesions on: 

of pcan ee ae ee 
Authors Cases Sealp Face Neck Forearm Leg 
Weiss, Lane and Showman ?.... 380 Ae 7.9 17.3 4.2 4.7 

Niles and Klumpp ®............-- 179 3.9 19.6 59.8 ons 
Davis and Waldriff.............. 157 3.8 13.4 30.6 21.0 7.6 
Average for three Series......... 716 3.9 13.6 35.9 2.6 6.7 





description, but it ordinarily has not been considered a usual site by most clinicians. 
It has been long considered that the disease did not occur below the elbows or below 
the knees. In our series we found an occurrence of lesions on the forearms in 21.0 
per cent of cases and on the legs (below the knees) in 12.6 per cent. 


COMMENT 

In any disease in which a distribution which has been regarded as atypical can 
be shown to occur in 50 per cent of cases, the localization can no longer be regarded 
as atypical but, on the contrary, as characteristic. 

We believe that the supposedly characteristic distribution of pityriasis rosea 
has been an error which has been handed down from text to text in a manner 
similar to that commented on by Wile ® in relation to some other conditions. 

There has been no increase in the incidence of pityriasis rosea. Yet over the 
years the disease may well have changed with respect to its distribution over the 





8. Niles, H. D., and Klumpp, M. M.: Pityriasis Rosea: Review of Literature 
and Report of 219 Cases, in 38 of Which Convalescent Serum Was Used, Arch. 
Dermat. & Syph. 41:265 (Feb.) 1940. 

9. Wile, U. J.: Perpetuation of Error in Dermatology, J. A. M. A. 91:219 
(July 28) 1928. 
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body in the torm of a somewhat more generalized eruption than that which it 
formerly demonstrated. More careful observation may, as in the case with many 
other diseases, demonstrate characteristics not previously noted. 

We would not presume to detract from the original clinical acuity of Gibert in 
describing pityriasis rosea or of those who have followed him. But it should 
enhance our clinical ability to make a differential diagnosis if we are aware that this 
disease occurs, at least often, in what have previously been considered atypical sites 
of election. 


SUMMARY 


Evidence has been presented to substantiate the clinical observation that the 
eruption of pityriasis rosea rather commonly occurs on the scalp, face, neck, fore- 


arms and legs. 
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BRONX DERMATOLOGICAL SOCIETY 


Arthur Sayer, M.D., President 


Henry Silver, M.D., Secretary 
Nov. 18, 1948 


Parkes Weber’s Syndrome. Presented by Dr. WiLtiam M. SISKIND. 

M. S., a single woman aged 22, states that the left lower limb has been enlarged 
since birth. Otherwise she has always been in good health. The mother died of 
amyotrophic lateral sclerosis and the father of a renal ailment at the age of 65. 
The patient has 3 older brothers and 2 older sisters, all living and well. No 
member of the family has a similar skin disease. 

The enlargement of the left lower extremity was noticed immediately after 
birth. At the age of 12 there developed varicose veins of the left leg. Four 
years later the patient had a ligation of the saphenous vein. The operation was 
not successful, and the veins of the leg became more prominent. 

The left lower extremity is thicker and heavier than the right. The left foot 
appears larger than the right. There is a large vascular nevus extending from 
the thorax down the left side, involving the whole limb. The left leg shows 
many varicose veins. Measurements show the following differences: arch of the 
foot—left, 1014 inches (27 cm.), and right, 10 inches (25 cm.) ; midcalf—left, 16% 
inches (42 cm.), and right, 1434 inches (37 cm.) ; midthigh—left, 21 inches (53 cm.), 
and right, 1934 inches (50 cm.). 

Roentgen ray examinations revealed no difference in the size of the bones of 
the two extremities. The terminal phalanx of the left big toe showed a cyst. 
Examination of the soft tissue of the left leg showed numerous large blood vessels 
denoting a vascular abnormality. 

DISCUSSION 

Dr. Wititiam M. Siskinp: This syndrome was first described by Parkes 
Weber as “angioma formation in connection with hypertrophy of limbs and hemi- 
hypertrophy.” In 1918 he revised the description to “hemangiectatic hypertrophy 
of limbs, congenital phlebarteriectasis and so-called congenital varicose veins.” 
There may be different degrees of involvement, either of the whole side or of the 
upper and lower extremities. The vascular overgrowth may also be different in 
degree, either simple vascular nevus or cavernous angioma or lymphangioma. A 
similar case was presented under the name of “Osteohypertrophic Varicose Nevus” 
(ArcH. DERMAT. AND SypH. 35:740, 1937) and another under the title “Parkes- 
Weber Syndrome” (ArcH. DERMAT. AND SypH. 41:602, 1940). It is not a 
familial disease and has no connection with or similarity to Milroy-Meige disease. 


A Case for Diagnosis (Purpuric Pigmented Lichenoid Dermatitis?). 
Presented by Dr. CHARLES R. REIN and (by invitation) Dr. Norman B. 
KANOF. 

A. P., a white man aged 27, first noticed an eruption on the dorsa of the feet 
in June 1948. It has since spread, involving the skin about the ankles and the 
lower parts of the legs. Occasional mild itching has been the only subjective 
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symptom. The patient has never received any form of radiation therapy to the 
involved areas. He has taken tripelennamine hydrochloride (pyribenzamine®) 
intermittently for the past two years and hydryllin® (25 mg. diphenhydramine to 
100 mg. aminophylline) for the last year. There is no history of ingestion of 
other drugs. 

On the dorsa of the feet extending to the base of the toes, on the sides of the 
feet, the instep and about the ankles there are patches consisting of discrete and 
confluent purplish brown puncta. The color of the lesions cannot be expressed 
on diascopic pressure. There is no evidence of annular configuration. Some of 
the lesions are elevated, and several patches present slight scaling. There is no 
evidence of atrophy. There are similar patches on the anterior aspect of the left 
leg and on the right calf. 

The reaction in the Rumpel-Leede test was within normal limits. A specimen 
excised from a lesion of the leg was examined histologically by Dr. M. Jessner. 
The main pathologic change seen by low power was rather sharply concentrated 
around the vessels of the deep portion of the cutis and midcutis. Examination 
by high power showed the regular and normal horny and granular layers. The 
prickle cell layers showed exocytosis and many prickle cells with perinuclear 
vacuolation. There was a mild degree of irregular acanthosis, but most of the 
rete pegs and papillae were still normally shaped. In a few areas, particularly 
above the papillae, there was a mild degree of basal cell liquefaction due partly to 
edema and partly to a mild cellular infiltrate. The collagen bundles were well 
formed. Starting from the subpapillary vessels and getting more and more con- 
centrated according to the depth of the vessels, there were sharply defined collections 
of inflammatory cells around them, involving also to a certain extent the adjacent 
sweat ducts and coils. The infiltrate was composed of small round cells, a con- 
siderable number of histiocytes, some epithelioid cells, some plasma cells and fibro- 
blastic elements within a loose edematous stroma. The vessels from the capillaries 
of the papillae right down to the deep part of the cutis were dilated, and in the 
larger ones distinct edema of the walls was seen. 

The Perle stain showed widely scattered hemosiderin pigment limited to the 
upper third of the cutis, not particularly perivascular and deposited mostly 
extracellularly. 

The pathologic condition must be considered essentially a vasculitis and 
perivasculitis with hemosiderosis. 

DISCUSSION 

Dr. Louts CHARGIN: I am not convinced that this is a case of the disease 

in question. I have seen but a few cases, and, as I recall, this syndrome begins 


with papular lesions which remain isolated. I did not see much papulation in this 
patient; the process appeared to be a diffuse vascular one. 


Dr. WiLpert Sacus: The microscopic changes suggest Majocchi’s disease 
(purpura annularis telangiectodes). There are telangiectases, thickened vessel 


walls, hyalinization of these walls and some aneurysms. One possible difference 
is that in Majocchi’s disease the vessel changes are subepidermic, while in this 
case some of the changes are in the midcutis. I suggest a tentative diagnosis of 
Majocchi’s disease. 

Dr. Davin Bitoom: I agree with Dr. Chargin. The absence of lichenoid 
papules speaks against the diagnosis of pigmented purpuric lichenoid dermatitis 
(Gougerot-Blum disease). After studying the original and subsequent reports on 
cases of Gougerot-Blum, Majocchi’s and Schamberg’s disease (progressive pigmen- 
tary dermatosis), I believe that the distinctions made between these three conditions 
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are somewhat artificial and that in reality they are all essentially based on the same 
underlying capillary and vascular weakness. One may certainly state that no 
important points of differentiation, clinical or histologic, which are present con- 
stantly and which can be used as a criterion, have been found so far. 

Dr. SAMUEL M. Peck: In cases of this type I have always felt that one has 
to consider the pathologic and physiologic picture of the small vessels involved 
rather than merely depend on the clinical aspect. We are burdened by too many 
names of phases of the vascular changes. Most of the early descriptions are based 
on 1 or 2 cases, which were not followed long enough. I have followed some of 
these cases for many years and have seen them go through phases which at some 
time or another clinically bear a strong resemblance to each other. Occasionally 
even a disease like pityriasis rosea may exhibit purpuric elements closely simulating 
a vascular disease. 

In my opinion the type of case shown is not an example of the Gougerot-Blum 
syndrome. It falls into the so-called group which has been called Majocchi’s 
disease and clinically is quite different from stasis dermatitis and Schamberg’s 
disease. 

Dr. CHARLES F. Sims: I saw the histologic sections, but I do not feel that 
the differential diagnosis in this group can be based on pathologic changes alone. 
Many histopathologists believe that the members of this group such as Majocchi’s 
disease and Schamberg’s disease are variants of the same basic entity. 

Dr. CHARLES R. REIN: When this patient was first seen he presented groups 
of small papules in the affected areas. After daily application of a bland ointment 
for two weeks, the papular elements became less evident. In his case report Dr. 
F. Wise stated that the presence of papules was not necessary for a definite 
diagnosis of purpuric pigmented lichenoid dermatitis (ArcH. DERMAT. & Sypu. 
31:445, 1935). 

Dr. NorMAN B. KAnor (by invitation) : A diagnosis of purpura annularis tel- 
angiectodes was considered in this case but discarded because the condition did not 
fulfil the criteria for this diagnosis. Moreover, several pathologists to whom 
slides were submitted favored the diagnosis as presented. 


Pemphigus Erythematosus (Senear-Usher). Presented by Dr. HENry 
SILVER and Dr. Max BERKovSKY. 


DISCUSSION 

Dr. CHAarLeEs R. Rerun: I have treated a number of patients with pemphigus 
with suramin (naphuride®) sodium. Two of them manifested definite evidence of 
adrenal depletion, and 1 of these died soon after the onset of symptoms reflecting 
adrenal involvement. Has anyone else had a similar experience? 

Dr. Davin Bioom: In order to avoid the known toxic effects of suramin 
which had been known previously under the name germanin, intramuscular instead 
of intravenous injections are given. The treatment is administered once or several 
times a week, starting with 1/6 and continued with 1/4 of an ampul. In cases of 
benign pemphigus (Senear-Usher type) injections should not be given more than 
once or twice a week. Blood and urine should be examined routinely in order to 
avoid possible toxic by-effects. 

Dr. SAMUEL M. Peck: I must have given hundreds of injections of suramin. 
I became interested in the effect of the drug on enzyme systems and used it not 
only in lupus erythematosus but also in psoriasis. I always gave it intramuscularly, 
never more than once a week and never in doses of more than 300 mg. The only 
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after-effect I have seen in a series of at least 100 cases was an allergic phenomenon. 
A few patients showed albumin in the urine. I have never seen blood dyscrasias 
and never observed any unfortunate adrenal effects. 

Dr. Hans H. BrBersteEIN: My results with suramin have been quite satis- 
factory. It is doubtful whether patients with pemphigus who were treated with 
this drug died because of it. My experience dates back to the early days following 
the introduction of suramin. Then pemphigus was treated with relatively large 
doses, 6 Gm. in six days, and the drug was administered intravenously whenever 
possible. In those days I saw patients die with apparently normal skin and mucous 
membranes. These deaths had one peculiar feature: namely, while the patient 
was in seemingly good condition, he would suddenly become ashen and the circu- 
lation could not be stimulated by any method. However, the same phenomenon 
has been seen in patients with pemphigus who have not been given suramin. With 
regard to the dose and side effects, although I was not at all certain that death 
was due to suramin, the dose was reduced and after an initial dose of 0.1 Gm. I 
gave either 0.5 or 0.75 Gm. every other day, up to a total of 5.5 Gm. With this 
procedure good results were obtained. Of course, they were mostly temporary. 
I cannot say that there was a cure in any case. Improvement usually does not 
start during the course of treatment because the therapy is concentrated within 
six to twelve days. It usually begins within three to five weeks after the intro- 
duction of treatment. I cannot remember any case ending fatally in which autopsy 
revealed adrenal damage. I observed severe side effects involving the skin, accom- 
panied with high fever, and in these cases the side effect on the lesions was 
especially good. 

Dr. ERNEST NATHAN: My results with germanin in Germany were not as 
poor as these obtained with suramin (naphuride®) in this country. I can report 
on several patients with pemphigus that were given five to ten injections of 0.5 to 1 
Gm. of germanin at weekly intervals without any side effects. As far as I 
remember there are cases of pemphigus on record in the German literature in which 
adrenal damage was found; in these cases the patients had not received either 
naphuride® or germanin but nevertheless showed on autopsy necrotic changes of 
the adrenal cortex. 

Dr. HENRY SILVER: At the onset of the disease, the clinical picture was by 
no means clearcut. At this stage, however, I thought there would be no question 
as to the diagnosis since the elements of pemphigus have become pronounced. Lupus 
erythematosus was ruled out early. I was therefore somewhat surprised to hear 
Dr. Chargin question the diagnosis and on grounds which he was actually one of 
the first to stress. The severe crusting and seborrheic-like lesions on the scalp, 
neck, chest and back, the erythematous lesions of the face with their butterfly dis- 
tribution and resemblance to lupus erythematosus, the typical flaccid bullae and 
the readily elicited Nikolsky sign leave no doubt that the case is a typical example 
of Senear-Usher pemphigus. 


Extensive Granuloma Annulare Symmetrically Distributed on Arms, 
and Sides and V of Neck. Presented by Dr. Morris LEIDER and (by 
invitation) Dr. MABEL SILVERBERG. 


DISCUSSION 

Dr. MaBEL SILVERBERG (by invitation): I can report on 2 other cases of 
granuloma annulare under my observation at the Skin and Cancer Clinic. One 
was that of an elderly woman with a large liver; the other patient received calci- 
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ferol. The question arises of whether in spite of treatment or because of it 
dissemination of the disease occurred. Another patient treated with calciferol 
also showed the disseminated type, and in the British literature there is a similar 
case reported. 

Sarcoidosis with Annular Patches Generally Distributed. Presented by Dr. Hans H. BIBersTeEIn. 


Sportrichosis: Lymphatic Type in a Six Year Old Boy, a City Dweller Not Exposed to Injury, 
Plant Life or Infected Soil. Presented by Dr. Jutius H. Pottock. 


Amyloidosis Cutis. Presented by Dr. Martin V. BoaRDMAN. 


Arthur Sayer, M.D., President 


Henry Silver, M.D., Secretary 
Jan. 20, 1949 


Hemangiectatic Hypertrophy (Parkes Weber Syndrome). Presented by 
Dr. Morris Leer and (by invitation) LiEUTENANT C. M. LESSENDEN, 
Medical Corps, United States Navy. 


C. S., aged 19, states that he had always had a red birthmark the size of a 
palm on the right shoulder, which was noted on his entry into the Navy ten 
months ago. Under the influence of the extreme heat of an engine room the mark 
suddenly began to grow, and within a period of four weeks it reached its present 
proportions. A few months later the patient noticed that his right arm was 
longer than its mate. He has on occasion complained of itching, burning, tingling 
and numbness in this extremity. 

A nevus flammeus covers most of the upper part of the right arm, right pectoral 
area and parts of the right shoulder posteriorly. The hair on the right chest is 
sparser than that on the left, and there is much more sweating on the involved 
side. The right arm is 3 degrees (F.) warmer than the left and is 3 inches (8 
cm.) greater in circumference; it is about 1 inch (2.5 cm.) longer than the left. 
The systolic blood pressure of the right arm was 140, and the diastolic, 95; of the 
left arm, the blood pressures were 125 and 85, respectively. 

Neurologic examination showed weakness of the right arm, right abdominal 
muscle and right leg and hypesthesia in the right arm and shoulder. Eyegrounds 
and visual fields were normal, and there was no monocular hypertrophy. The 
electroencephalogram showed high voltage in all leads, with a moderately fast 
rhythm. 

Psychologic examination showed an average normal intelligence with no evidence 
of deterioration. 

Roentgenograms were made. The lesion of the inner table of the left parietal 
bone was interpreted as a benign congenital defect. The chest and cardiac shadows 
were normal. 

On application of a blood pressure cuff to the right arm there was a slight 
slowing of the pulse rate which varied between 2 and 8 beats per minute. 

Since hospitalization there has been no progression of the lesions. 


DISCUSSION 
Dr. Morris Lemer: There are about a dozen syndromes and concepts that 
bear the name of F. Parkes Weber, such as Weber-Christian disease and Weber’s 
law. This syndrome, according to its extent and concomitant physical signs, has 
associated with it the additional names of Kalischer, Sturge or Dimitri. 
The structural cause of this anomaly has been found in some cases to be an 
arteriovenous fistula. The defect may occur congenitally from some embryologic 
error or postnatally from either birth trauma or other injury later in life. In 
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some cases the fistula has been located roentgenologically or by other methods and 
has been successfully operated on with arrest of or improvement in the process. 

It would seem to me that this syndrome of angiodysplasia may have degrees 
of involvement that can vary from nevus araneus perhaps through nevus flammeus 
to extensive cases like this one and worse. It may be that the level of anastomatosis 
of vessels determines the amount of involvement. When the fistula is in super- 
ficial vessels, possibly only nevus flammeus may result; where larger and deeper 
vessels are joined, hypertrophy of body parts plus extensive angiomas may occur. 
Also, if the involvement is of the retina, meninges or in and about other vital 
organs, serious clinical pictures may be seen. 


Hyperpigmentation Improved by Treatment with Monobenzyl Ether of 
Hydroquinone. Presented by Dr. Juttus H. Powtock. 


I. M., a barber aged 25, born in Puerto Rico, states that in the summer of 
1946 he noticed that both cheeks were becoming pigmented and that the pigmen- 
tation steadily increased until Aug. 1, 1948. 

During this period he was treated by several physicians with keratolytic agents, 
bleaches and other forms of topical remedies. Various forms of physical therapy 
were also used. These agents served only, according to the patient, to increase 
the depth of the pigmentation. There is no history of constitutional disease or 
relevant medical history that would account for the appearance of the pigmentary 
disturbance. 

When I first saw him, on Aug. 1, 1948, the patient presented a pigmentation 
which could readily be compared to that of the average Negro skin. The pig- 
mentation varied somewhat in its intensity and was most pronounced over the 
zygomas. There was no disturbance of pigmentation elsewhere on the body. 

Between August 1 and November 25 the patient refrained completely from the 
use of cosmetics either for the hair or for the face. At the same time various 
agents were applied in an attempt to reduce the depth of pigmentation, without 
any effect. 

On November 25 the patient was given an ointment containing 0.5 per cent 
monobenzyl ether of hydroquinone in a base made of water, 33.3 per cent, and 
palmitic acid ester of cetyl alcohol. This ointment was rubbed gently but firmly 
every night into the affected areas. Over a three week period the concentration 
was increased until a strength of 2.5 per cent of the antioxidant was reached. 

About three weeks after the first application of the ointment a definite lessening 
of the pigmentation was noticed. At present pigmentation is about one quarter 
of the original intensity. 

DISCUSSION 

Dr. Perry M. Sacus: The patient states that he rubs the medication into 
the entire face. Why then have the beneficial results been limited just to the 
pigmented areas? Dr. E. Bernstein and I noted that depigmentation occurs beyond 
the area of contact (ArcH. DERMAT. & SypH. 59:542 [May] 1949). In 1 patient, 
a white man, hyperpigmentation rather than depigmentation resulted. 

Dr. Franz H. HERRMANN: I have no experience with applications of the 
monobenzyl ether of hydroquinone in man; but I have been preparing solutions 
of this substance for colleagues at the New York Skin and Cancer Unit for uses 
in therapeutic attempts to produce depigmentation as well as in tests of sensitivity. 
Various solvents were used, mostly alcoholic, since I was unable to obtain aqueous 
solutions. Each of the solutions produced irritation, although the dilutions of the 
susbtance reached 30 mg. per hundred cubic centimeters and less. The solvents 
alone did not produce irritation in the control tests. The fact that Dr. Pollock 
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employed an aqueous emulsion base, in which probably a fine suspension but not 
a solution of the product is active, may well account for the absence of clinical 
irritation in his case. The excess of water may prevent a solution in lipid material 
on the skin surface. ; 

In regard to the question as to whether or not inflammation plays a part in the 
process of pigment reduction through this hydroquinone derivative, experimental 
observations obtained with hydroquinone as such and with other derivatives make 
it appear unprovable that the irritating quality is connected with the depigmentation. 
\part from the experiments of others in which black hair of cats became light 
under the influence of systemic administration of hydroquinone, I have carried out 
extensive studies on the effect of diiodohydroquinone on the formation of pigment 
in Salamandra maculosa, axolotls and trout. Diiodohydroquinone is a highly active 
component of thyroxin. While enhancing the ontogenetic development of those 
animals, it inhibited the appearance of pigment in S. maculosa completely and 
produced depigmentation on the lateral and ventral skin and on the extremities 
of axolotls. (cta Dermat.-venereol. 20:9, 1939.) 

Dr. HERMAN SHARLIT: In spite of all the difficulties presented by this 
approach, the patient, as treated, has been materially helped. It is now pertinent 
to investigate why there was no damage; apparently there was none. 

Dr. EMANUEL MuskaTBLit: The patient states that before the irritation 
appeared he massaged into the face a cosmetic cream, after which procedure he 
exposed himself to the sun at the beach and acquired a severe sunburn. Thereupon 
the pigmentation appeared for the first time. In view of that history it may be 
that we are dealing with a berlock dermatitis of the skin due to cosmetics. 

Dr. Paut Gross: The case impresses me as a mild melanosis of Riehl. A 
biopsy is indicated. Investigation of the patient’s dietary habits may reveal whether 
the condition is a result of hepatic damage and nutritional deficiency or due to 
external causes. The therapeutic result obtained by Dr. Pollock merits attention. 

Dr. Rupotr L. BaER: Allergic eczematous sensitization does not play a role 
in berlock dermatitis, which is due to a photosensitization process. As a matter 
of fact, in persons in whom berlock dermatitis has occurred one finds that it may 
be impossible to reproduce the condition deliberately. Dr. Sulzberger had a similar 
experience. 

Dr. Perry Sacus: In our series, 4 of the 5 patients presented a history of 
an erythema preceding the pigmentary change. It was questionable whether such 
an erythema existed in the other patient. It is possible that in colored skins a 
mild erythema may go unnoticed. 

Dr. Henry Sitver: I have followed the work of Drs. Schwartz and Oliver 
trom the outset. In experiments with black suckling pigs, hydroquinone being 
used internally, L. Schwartz found that the substance did not produce discoloration 
The experiment was similar to the one with cats, performed about fifteen years 
ago, mentioned by Dr. Herrmann. Subsequently topical applications to induce 
discoloration in the colored skin were tried without success. Dr. Pollock has 
achieved a clearcut result in his case. One must exercise caution when working 
with the hydroquinones because of the possibility of sensitizing the patient by 


a severe dermatitis and a more extensive discoloration than one 
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Yr. Tutivs H. Poirock: should like to take up the remarks of Dr. Silver, 
for I think they are pertinent. All of us have not infrequently been frustrated 


lly by the therapeutic problems of hyperpigmentation, since we really have 





that is of any distinct value in treatment. I do not suggest 
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in the past both experimentally and clinically with this substance, and because, 
in contrast to other local agents used in the past for the treatment of hyperpigmen- 
tation, we have here an agent which strikes at the very mechanism responsible 
for the hyperpigmentation, I believe one should use caution and control. An 
eczematous contact type of dermatitis may be prevented by correct use and the 
proper base; the only risk is temoprary leukoderma. The latter has been shown 
not to be a permanent effect. It has been definitely shown by Oliver, Schwartz 
and Warren (ArcH. Dermat. & SypH. 42:1001, 1940) that the depigmentary 
effect does not depend on an inflammatory reaction by the monobenzy! ether of 
hydroquinone and is indeed independent of the inflammatory reaction, which may 
not be present at all. I believe that the high percentage of inflammatory reactions 
obtained in the use of this material by previous investigators is due to an improper 
vehicle and to the method of application. 


Multiple Fibrosarcoma (Kaposi’s Sarcoma?). Presented by Dr. JonN Gare and (by invitation) 
Dr. StpNEyY J. ROBBINS. 


Dermatitis Herpetiformis. Presented by Dr. Louris CHARGIN. 
Reticulum Cell Sarcoma (Mycosis Fungoides?). Presented by Dr. Joun Gare. 


Lichen Sclerosus et Atrophicus Treated with Diethylstilbestrol. Presented by Dr ALEXANDER 
A. FISHER, 


DETROIT DERMATOLOGICAL SOCIETY 


Charles E. Reyner, M.D., President 


Hermann Pinkus, M.D., Recording Secretary 
Jan. 18, 1949 


Pseudoxanthoma Elasticum. Presented by Dr. James R. Roorn. 


E. H., a white woman aged 21, first noted changes in her skin about two years 
ago. These changes appeared primarily on the sides of the neck, and since that 
time she has acquired similar lesions on her upper eyelids and on the anterior 
axillary folds. 

In the areas mentioned, the patient presents typical yellowish papules and plaques 
arranged in streaks in the folds of the skin. 

Ophthalmologic examination was reported as follows: “There were char- 
acteristic angioid streaks in both eyes. In the right eye one streak ran right 
through the macula. Her refractive error was insignificant; vision was 20/20 with 
a correction of + 0.25 sph. for the right eye and of + 0.25 sph.—+ 0.25 cyl., axis 
90 for the left eye. There were no hemorrhages in the macula. 

“This is a very interesting case since few patients with the condition are found 
at such an early age. The prognosis as far as macular damage is absolutely 
undeterminable, since many persons never have hemorrhages.” 


DISCUSSION 

Dr. JAMEs R. RoGin: Have any of the members seen patients with this disease 
who had impairment of vision? 

Dr. Epwarp P. Cawtey, Ann Arbor, Mich. (by invitation): Several weeks 
ago my associates and I had a patient whose chief complaint was loss of vision. 
He was a man about 50 years of age, and he had had cutaneous lesions of pseudo- 
xanthoma elasticum for many years. He was known to have had angioid streaks 
for about two years. I have seen 1 or 2 other patients with pseudoxanthoma 



































OF DERMATOLOGY AND SYPHILOLOGY 





ARCHIVES 





876 


elasticum, angioid streaks and diminished vision. It is my impression that 2 or 3 
per cent reportedly lose useful vision, and I believe that a series has been reported 
for which such figures were given, but I am unable to give the reference. 


Keratosis Follicularis (Darier’s Disease). Presented by Dr. Atice E. 
PALMER. 

E. D. W., a young white woman, has had a recurrent scaly eruption on the 
upper part of the trunk for several years. The lesions subside from time to time 
to “simple roughness.” 

Examination reveals a red-haired fair-skinned person. The neck, shoulders 
and upper part of the chest are covered with an erythematous scaling eruption 
which on close inspection presents many tiny horny follicular papules. 

A biopsy specimen was reported by Dr. Hermann Pinkus as showing the typical 
features of Darier’s disease, including lacunas, corps ronds, grains and prolifera- 
tion of the basal cell layer. The lesions were usually associated with hair follicles 
and sweat ducts. Results of other laboratory examinations were noncontributory. 


DISCUSSION 

Dr. HARTHER KeErIM: Is the erythema part of the picture? 

Dr. Atice E. PALMER: Yes. It comes and goes. Sometimes it clears to a 
dull salmon red color. 

Dr. ARTHUR CuRTIS: Could reoccurrence be related to treatment? 

Dr. CHARLES REYNER: I believe this is a case of seborrheic dermatitis even 
though there are rather unusual changes in the picture from time to time. 

Dr. Avice E. PALMER: This patient never had any scalp difficulty, and this 
condition could not be seborrheic dermatitis. 

Dr. ARTHUR SCHILLER: She has intense scalp itching, scaling of ears and 
reoccurrence characteristic of follicular seborrhea. 

Dr. HERMANN PiNnKus: The biopsy specimen shows Darier’s disease. Clini- 
cally, the picture is unusual, particularly the erythema. Usually Darier’s disease 
is characterized by a dirty brown color of the lesions. Of course, this patient is 
a very fair-skinned red-haired person, and the erythema and lack of pigmentation 
may be due to this fact. 

Dr. JAMEs R. Rocin: Are the remissions characteristic of Darier’s disease? 

Dr. JouN H. Cosane: The history sounds like that of follicular seborrhea. 
However, [ should advise against roentgen irradiation. 

Dr. James R. Rocin: Was the microscopic picture compatible with Hailey 
and Hailey’s disease? 

Dr. HERMANN PinkKus: In my opinion, the histologic changes were those 
ot Darier’s keratosis follicularis, and not of the Haileys’ benign familial pemphigus. 
The changes are similar in these diseases as tar as basal cell proliferation and 
formation of lacunas are concerned. However, true dyskeratosis with formation of 
corps ronds and grains is not found in Hailey and Hailey’s disease in my experience, 
or exists in it only in rudimentary form. 

Dr. AticE E. PALMER: This patient was presented because the picture looks 
unusual for Darier’s disease. Despite the fact that at this time she has some dry 
dandruff, she has not had it,during the previous episodes. The reoccurrence is not 
related to treatment. The condition clears on treatment, and the patient comes in 


about once in a year or two with the present picture. This patient has had 
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roentgen irradiation but four times in five years, in doses of 60 r. She has had 
repeated clearing on one 60 r dose of roentgen irradiation, the application of 2 per 
cent salicylic acid locally, the administration of vitamin A and nothing else. 


Localized Scleroderma (in a Tuberculous Patient). Presented by Dr. 

Joun H. Copane. 

W. L., a white woman aged 30 years, denies having had any disease of the 
skin until 1945, when red, glistening lesions appeared on the right side of the 
thorax and extended in patches onto the anterolateral surfaces of the thorax and 
onto the abdomen. Within a short time these areas became hard and thickened. 

In 1944 she had noted fatigue and caught cold easily. Roentgenologic exami- 
nation of the chest showed active tuberculosis in the left side of the chest. She 
was hospitalized, and crushing and recrushing of the left phrenic nerve were per- 
formed. Roentgenologic examination on Oct. 18, 1948 revealed no change in the 
infiltrations of the left side of the chest; the right side of the chest had remained 
clear throughout. 

The patient presents discrete, circumscribed, grayish or yellowish plaques, 
which are surrounded by delicate pinkish areolas. Some of the plaques are elongated 
and bandlike. There is mild telangiectasia at the margins. Biopsy was performed 
on Nov. 2, 1948. The essential histologic changes were those of hypertrophy and 
degeneration of connective tissues causing pressure atrophy of vessels and epidermic 
structures. There was a mild degree of perivascular and periglandular infiltration 
with lymphoid cells. 


Scleroderma (Acrosclerosis). Presented by Starr or Grace Hospitat. 


A. B., a 42 year old Negro woman, first complained of soreness and stiffness 
in the skin in 1939. This became progressively worse and was associated with 
a 32 pound (14.5 Kg.) loss of weight at the time of her first appearance at the 
clinic, in 1943. At this time she also complained of difficulty in swallowing soft 
foods. By this time the stiffness in the skin had progressed to involve the face, 
arms, legs and abdomen. She received two courses of dihydrotachysterol with 
considerable improvement in the skin and a gain of 12 pounds (5.4 Kg.) in weight. 
She then spent the next eighteen months in the South, during which time she 
suffered a severe relapse. Her weight dropped to 110 pounds (50 Kg.), and 
she required assistance in caring for herself. 

She returned to the clinic in October 1947 and was started on treatment with 
bismuth sodium triglycollamate (“bistrimate”) in doses of 2 tablets three times 
daily and has been on this therapy ever since, with rather remarkable improve- 
ment. Her weight is now 124 pounds (56 Kg.) She is able to care for herself 
and to eat any kind of food. Her skin is much more pliable, and facial expression 
has returned to a considerable degree. 

Examination reveals pronounced phalangeal deformity in both hands, with 
shortening of several digits, atrophy and depigmentation of the skin, which is 
still tightly bound to the underlying tissue. The skin of the forearms still shows 
sclerosis but now wrinkles on movement and can be picked up. The face still 
has a masklike character, but the skin is much more pliable. The feet show 
similar changes and have been subject to trophic changes with eczematization. 

The reaction to the Kahn test was negative. The basal metabolic rate was 
+28 per cent (unsatisfactory test). The blood cholesterol was 128 mg. per 
hundred cubic centimeters. There was mild secondary anemia. The urine showed 
many pus cells. The blood calcium was 12.4 mg., and phosphorus, 5.8 mg. per 
hundred cubic centimeters. The serum albumin was 3.3 mg., and globulin, 2.1 mg. 
per hundred cubic centimeters, with a ratio of 1.5: 1. 
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Observations on roentgenologic examination were as follows: Severe and 
extensive neurotrophic disturbances in the hands and feet with loss of segments 
of terminal phalanges, destruction of multiple joints, ankyloses, spontaneous frac- 
tures of anklyosed articulation, subluxations and minute soft tissue calcifications 


were seen. There were no conclusive changes of scleroderma in the esophagus 
or stomach, although there was some delay in emptying. 


DISCUSSION 

Dr. HerspertT HotmMan: This patient had previously been treated with 
dihydrotachysterol with temporary benefit and then suffered a severe remission 
of her condition so that she was unable to take care of herself without help. She 
has been receiving bismuth sodium triglycollamate for more than one year in the 
usual dose of 2 tablets three times daily without reaction and with considerable 
improvement, both objectively and subjectively. The skin is much less bound 
down, and there is much more freedom of movement in both the face and in the 
hands. In spite of the fact that there is probably permanent deformity of the 
digits due to osseous resorption, this patient is now a reasonably self-sufficient 
person. Subjectively, by her own statement, she feels infinitely better, has gained 
weight and is able to masticate and swallow all sorts of food without difficulty. 
She herself notices the pronounced increase in the motility of her skin. 

Dr. ArtHUR CurTIS: In our experience paraaminobenzoic acid has been a 
most valuable drug for treatment of scleroderma. 

Dr. CHARLES REYNER: I should like to ask Dr. Curtis if he has observed 
any reactions to the use of paraaminobenzoic acid. 

Dr. ArTHUR CurRTIS: Yes, two deaths due to damage to the liver. 

Dr. HERBERT Ho~tMANn: Do you give supplementary sugar? 

Dr. ArtHUR Curtis: No. 


Psoriasis and Arsenical Keratosis (?). Presented by Dr. EuGene A. Hanp, Saginaw, Mich. 

Creeping Eruption (Creeping Ancylostomiasis). Presented by Dr. Joun H. CoBane. 

Metatypical Carcinoma, Intraepidermal. Presented by Dr. ArtTHUR E. ScHILLER and Dr. 
Hersert H. HoLman, 

Lichen Scrofulosorum (?). Presented by Dr. Lorin W. SHAFFER and Starr, City of Detroit 
Receiving Hospital. 

Necrobiosis Lipoidica. Presented by Dr. ArtHUR E, SCHILLER and Dr. Hersert H. Hoitman. 

Kaposi’s Sarcoma. Presented by Dr. ArTHUR E. SCHILLER and Dr. HERBERT H. HOLMAN. 

Erythema Induratum (Bazin). Presented by StaFF oF GRACE HOSPITAL. 

A Case for Diagnosis (Erythema Nodosum?). Presented by STAFF oF GRACE HospPITAL. 

A Case for Diagnosis (Psoriasis?). Presented by Dr. James R. Rocin. 

A Case for Diagnosis. (Psoriasis? Discoid Lupus Erythematosus?). Presented by Dr. ARTHUR 

Reiter’s Syndrome. Presented by Dr. LorEN W. SuAFFER, and StarFF, Veterans Administration 
E. ScHILLER and Dr. HERBER? H. HOLMAN, 

Lupus Erythematosus. Presented by Dr. ALicE E, PALMER. 

Chronic Folliculitis. Presented by Dr. LorEN W. SHAFFER and Starr, Veterans Administra- 
tion Hospital, Dearborn, Mich. 

Perifolliculitis Capitis Abscedens et Suffodiens. Presented by Dr. ArtHUR E. SCHILLER and 
Dr. Herspert H. HOLMAN. 

Erythema Multiforme. Presented by Dr. James R. RoaIn. 

Erythema Multiforme. Presented by Dr. JAMEs R. ROGIN. 

Acanthosis Nigricans, Juvenile Type. Presented by Dr. Loren W. SHAFFER and Starr, City 
of Detroit Receiving Hospital. 

Chronic Lymphocytic Leukemia. Presented by Dr. LorEN W. SHAFFER and Starr, City of 
Detroit Receiving Hospital. 

A Case for Diagnosis (Lichen Planus?. Lichen Simplex Chronicus?). Presented by STAFF OF 
Grace HospItTAaL. 

Reiter’s Syndrome. Presented by Dr. Loren W. SuHarrer, and Starr, Veterans Administration 
Hospital, Dearborn, Mich. 

Atabrine Eruption. Presented by Dr. Jonn H. CosBane. 

Lichen Nitidus with ‘“Koebner Phenomenon.” Presented by Dr. HERMANN PINKUS. 
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A Case for Diagnosis: (Porokeratosis? Kyrle’s Disease?). Presented by 
Dr. U. W. Leave tt, Dr. J. J. Stewart and Dr. J. G. THOMSEN, from the 
service of Dr. H. N. Core and Dr. J. R. Driver. 


R. S., a Negro woman aged 35, has for the past four or five years noticed 
many small, firm elevations in the flexor folds of the palms and on the palmar 
surfaces of the fingers. The lesions develop slowly and without any subjective 
symptoms. A small, hard core, similar in color to the surrounding skin, develops 
in the center of each lesion; these cores eventually come out spontaneously or 
are picked out by the patient, leaving a small pit with an elevated border. 

The patient had syphilis in 1934 and gonorrhea in 1946, both treated. Areas 
of depigmentation have been noted above and medial to the right eyebrow and 
elsewhere on the trunk since 1934. 

The family history is noncontributory. 

The hemogram and results of urinalysis were within normal limits. On Jan. 
20, 1949, the Wassermann reaction of the blood was negative for syphilis, the 
Kline diagnostic test gave a negative reaction and the reaction with the Kline 
exclusion test was 1 plus. 

Histologic examination showed a thick layer of keratin. There was no para- 
keratosis. The granular layer was well defined. There was slight acanthosis. 
Rete pegs were slender and slightly elongated. The basal layer was well defined 
and contained little pigment. In the dermis there was a scant lymphocytic infiltra- 
tion, principally perivascular. There were wavy depressions in the dermis, followed 
by the epidermis except for the stratum corneum, which had a nearly smooth 
surface. In the absence of parakeratosis and alteration of pattern in the prickle 
layer, the diagnosis of parakeratosis could not be made histologically. 

No treatment has been given. 

DISCUSSION 

Dr. GERARD A. DEOrEOo: I do not think this is Kyrle’s disease, nor is it 
keratosis palmaris punctata. I think, however, that on the palms of many persons 
and particularly in Negroes one will find isolated, punched-out lesions identical 
with these. I think that the only difference is in number; the case presented is 
unusual because of the widespread involvement. It is my opinion that this type 
of lesion is much commoner than the textbooks indicate. Microscopically, I think 
that the present case resembles the condition reported by Kyrle, and yet clinically 


it does not conform. I believe this is an anomaly that has not been previously 
reported. 


Dr. H. G. Miskj1aAn: One cannot have keratosis follicularis on the palms 
because there are no follicles and only sweat glands there. The word “follicularis” 
cannot be used in regard to the palms. 


Dr. H. N. Cote: These lesions are sharply defined, and a number of them 
in this disease have a small papule that sticks up; I think this is present on both 
hands. As I understand it, another member of the patient’s family has the same 
condition. I think that it is a typical case of keratosis punctata of Buschke, and 
the histologic picture would go very well with that diagnosis, too. 
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Dr. H. Hecut: I do not think that the condition is Kyrle’s disease because 
by that term I think keratosis follicularis and parafollicularis in cutem penetrans 
are meant. In this case there is not enough inflammation, and Kyrle’s disease could 
not occur on the palms, because, as Dr. Miskjian pointed out, there are no follicles 
on the palms. However, I think that Dr. Cole is right that it is Buschke’s 
keratosis, although I have never seen it along the present lines. It is a very 
interesting, rare case which I should call a keratosis palmaris of Buschke. 

Dr. E. W. NETHERTON: I should like to point out that in the next case to be 
presented there are some isolated lesions on the palms that are, so far as I could 
tell, identical with this patient’s lesions. I felt that, as Dr. Cole did, it is some 
hereditary type of keratosis palmaris et plantaris. In the next case there is the 
same type of lesion on the right palm. 


Hereditary Keratosis Palmaris et Plantaris. Presented by Dr. U. W. Leavett, Dr. J. J. 
STEWART and Dr. J. G. THOMSEN, from the service of Dr. H. N. Cove and Dr. J. R. 
DRIVER. 

A Case for Diagnosis: Numerous Seborrheic Keratoses in a Person with Unusually Dry Skin 
(Keratosis Seborrheica?). Presented by Dr. U. W. LEAvELtL, Dr. J. J. Stewart and Dr. 
J. G. THomseEn, from the service of Dr. H. N. Cove and Dr. J. R. Driver. 

Multiple Benign Cystic Epithelioma (Resistant to Treatment with Radium). Presented by Dr. 
U. W. Leave tt, Dr. J. J. STEWART and Dr. J. G. THOMSEN, from the service of DR 
H. N. Cove and Dr. J. R. DRIver. 

Localized Hyperhidrosis and Nevus Flammeus of Ulnar Surface of Hand and Forearm. Presented 
by Dr. U. W. LEAVELL, J. J. STEWART and Dr. J. G. THOMSEN, from the service of Dr. 
H. N. Core and Dr. J. R. Driver. 

Numerous Superficial Epitheliomatoses on the Head, Neck, Trunk _ Thighs; Granuloma of the 
Right Mandible. Presented by Dr. U. W. LEAvELL, Dr. J. Stewart and Dr. J. G. 
THOMSEN, from the service of Dr. H. N. CoLe and Dr. 1 iB R DRIVER. 

Erythema Annulare Centrifugum (Darier). Presented by Dr. E. W. NETHERTON. 

A Case for Diagnosis: (Lichen Sclerosus et Atrophicus? Lichenoid Scleroderma?). Presented 
by Dr. CLiypE L. CumMMER. 

A Case for Diagnosis: (Arsenical Keratoses [No History of Ingestion of Arsenic]?). Presented 
by Dr. E. H. Jones. 

A Case for Diagnosis: (Acrosclerosis, with Generalized Telangiectasia?). Presented by Dr. 
E. B. HEISEL, Division of Dermatology, and Dr. R. H. Jacques, Department of Medicine, 
Ohio State University, Columbus, Ohio. 

A Case for Diagnosis: (Psoriasis of the Thumbs?). Presented by Dr. H. G. MISKJIAN. 





DETROIT DERMATOLOGICAL SOCIETY 
AND 


CLEVELAND DERMATOLOGICAL SOCIETY 


Henry A. Brunsting, M.D., Chairman (Toledo, Ohio) 
Hermann Pinkus, M.D., Recorder (Monroe, Mich.) 
Joint Meeting, Toledo, Ohio, Nov. 17, 1948 


Raynaud’s Disease of the Hands with Sclerodactylia. Presented by Dr. 
Henry A. BrunstincG, Toledo, Ohio. 


L. S., a white married man aged 40, states that about one year ago he first 
noticed the development of a blue discoloration of the index and middle fingers 
of both hands. These attacks would be precipitated by exposure to cold and during 
nervous tension. Numbness but no pain would accompany these attacks. About 
two months ago a crusted draining area appeared on the tip of the middle finger 
of the left hand. The condition is much better during the summer than in cold 
weather, and the patient has noticed that on his return to a warm room the blue- 
ness and numbness of his fingers disappear. He has had no trouble with the feet 
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or legs. He works as a telephone repairman and is able to work with small wires 
and make fine movements without difficulty. 


He has been married sixteen years, has 2 children, 15 and 8 years old, living 


and well. He smokes a pipe occasionally and uses tobacco in no other form. He 
takes alcohol, in the form of beer, occasionally. His father was Russian, and his 
mother, of English stock. 

Physical examination shows essentially normal conditions except for the hands 
and fingers. The skin of the hands and fingers is taut, and there is suggestive 
tapering of the terminal phalanges. The tip of the middle finger of the left hand 
presents a crusted superficial ulceration. The hands become cyanotic when 
lowered and blanch on elevation. There appears to be a line of temperature change 
at the level of the metacarpophalangeal joints. There are good radial, ulnar, 
dorsalis pedis and posterior tibial pulsations. The blood pressure on the right 
was 134 systolic and 86 diastolic, and on the left, 128 systolic and 90 diastolic. 
Dermographia is present. 

The results of laboratory examinations were as follows: hemoglobin, 98 per 
cent; red blood cells, 4,370,000; white blood cells, 11,900; differential count—4 
stab’ cells, 63 segmented cells, 31 lymphocytes and 2 monocytes; urine is 
normal; Kahn test, negative reaction, and sedimentation rate, 2 mm. in one hour. 
Roentgenologic examination of the hands disclosed no resorption of the terminal 
phalanges or any other changes in the bones or joints. The patient has received 
no therapy. 

DISCUSSION 

Dr. ArTHUR Curtis, Ann Arbor, Mich.: I should like to suggest the possi- 
bility of acrosclerosis in this case. The patient has absolutely no pain, and he 
was quite emphatic about that point. On exposure to cold only the fingers become 
somewhat cyanotic, and when the patient warms his hands there is no pain. There 
is no blanching, and the fingers when warm become normal in color and cause 
him no trouble whatsoever. I think the sclerosis of the fingers and the absence 
of the symptoms of Raynaud’s disease suggest acrosclerosis. 


Lupus Erythematosus. Presented by Dr. ArtHUR P. R. JAMEs, Toledo, Ohio. 


C. W., a white man, was first seen by me on April 5, 1946, at the age of 29 
for multiple skin lesions involving the face. These lesions first appeared in 1943 
at the lateral margins of the eyelids. About six months later other areas slowly 
appeared in spite of therapy for lupus. 

Physical examination of this very thin patient showed essentially normal con- 
ditions except for badly infected tonsils and decayed teeth. The skin lesions were 
sharply defined erythematous oval areas involving the major portion of the face. 
The eyelids showed extensive involvement, and the lesions on the chin presented 
verrucous changes. There was pronounced, follicular plugging. 

The eruption presented all the classic features of the discoid type of lupus 
erythematosus with verrucous changes. 

Two courses of penicillin were given with little if any improvement. The 
infected tonsils and decayed teeth were removed, and the skin lesions immediately 
showed decided improvement. The condition has continued to improve but very 
slowly with injections of bismuth. The question arises whether or not this type 
of lupus erythematosus will respond to the administration of tocopherols. Nato- 
pherol® (a concentrate of natural alpha and gamma tocopherols obtained from 
vegetable oils by molecular distillation), 100 mg., will be given daily and the results 
reported 
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DISCUSSION 





Dr. JAMEs Rocin, Detroit: I wonder why gold therapy hasn't been used. 





Dr. ARTHUR SCHILLER, Detroit: My associates and I had a number of 
patients that we treated with bismuth preparations with rather indifferent results, 
and after the use of the bismuth preparation we switched to small doses of a gold 








compound, in some instances with quite startling results. 






Dr. B. Levine, Cleveland: I have a patient with discoid lupus erythematosus 
who received bismuth therapy first orally and later by injection, without any 
results. Gold therapy, in the form of the administration of gold sodium thio- 
sulfate, was also given for a protracted period without results. It was after the 
patient was given weekly injections of bismuth arsphenamine sulfonate , (bis- 
marsen®), 0.2 Gm., that the condition finally cleared up and remained cleared 







Dr. HERMANN Pinkus, Monroe, Mich.: This discussion reminds me that 
Gouin, Bienvenue, Decaen and Fournier advocated the consecutive and simultaneous 
use of gold and antisyphilitic drugs (Bull. Soc. frang. de dermat. & syph. 44:1919- 
1926, 1937). They did leukocyte counts after the’ injection of various antisyphilitic 
preparations and chose the one which elicited a rise in the count. Then. they 
combined injections of a soluble gold salt with an insoluble metal, e. g., bismuth, 
or an insoluble gold salt with a soluble antisyphilitic preparation, e. g., an arsenical. 










Dr. LorEN SHAFFER, Detroit: We hear quite a bit about paraaminobenzoic 
acid. How about it? 

Dr. R. H. GreEkIN (by invitation), Ann Arbor, Mich.: My associates and I 
use that at the University Hospital in all forms of lupus erythematosus. In many 
cases in which there has been treatment by other accepted medicines first without 
benefit, we have found the results to be rather satisfactory. In discoid lupus also 
the results have been quite good. We have treated 1 patient with the acute dis- 
seminated type without any results. The patient died. She couldn’t take the 
medicine satisfactorily. We have had reports from various parts of the country 
claiming good results following the use of paraaminobenzoic acid in acute lupus 
erythematosus, but I would not use it first. It is an expensive form of medication 
and produces toxic manifestations more than does a bismuth or gold preparation. 
I should try the last-mentioned treatment first. We have been giving para- 
aminobenzoic acid in doses of 2 Gm. every two hours or 3 Gm. every three hours. 
This therapy may produce fever or rash. Sugar may be observed in the urine, 
but it doesn’t amount to anything if the diet is maintained. We have had two 
deaths among 30 patients that have been treated. Apparently patients with lupus 
erythematosus have some sort of hypersensitivity or intolerance to paraamino- 
benzoic acid because the incidence of toxicity we have encountered in this disease 
has been much greater than that reported in many other types of diseases, such as 
leukemia, in which the preparation was used. 

Dr. LorEN SHAFFER, Detroit: Were these deaths of patients with the discoid 
type? 

Dr. R. H. Grexry, Ann Arbor, Mich.: No. 

Dr. HERBERT JoHNSON, Cleveland: What were the deaths due to? 

Dr. R. H. Grexin, Ann Arbor, Mich.: As far as we can determine, toxicity. 

Dr. LorEN SHAFFER, Detroit: There were two deaths in 30 cases which you 
ascribed to the paraaminobenzoic acid? 

Dr. R. H. Grexin, Ann Arbor, Mich.: There is a very high incidence of 
mortality in the disease as a whole, especially in subacute disseminated lupus ery- 
thematosus. In other patients the results have been remarkable. Many have 
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returned to work. It is true that the death rate due to the drug so far has been 
high, but the prognosis of the disease is grave, and I feel that severe measures are 
justified in order to obtain good results in some patients, as we have done. We 
had good results in discoid and subacute lupus erythematosus. Only 1 patient had 
the acute form. 

Dr. HARTHER KeErm, Detroit: Is the drug used in cases with kidney involve- 
ment ? 

Dr. R. H. Grexin, Ann Arbor, Mich.: Some patients showed a slight trace 
of albuminuria but no difficulty; others with leukopenia had a rise in the white 
blood cell count. Paraaminobenzoic acid is expected to bring the white blood cell 
count down. We had remarkable results in several cases of arthritis in lupus 
erythematosus, with relief of pain and increase in range of motion. 


Moniliasis of Twenty-Two Years’ Duration. Presented by Dr. HENry A. 
BRUNSTING, Toledo, Ohio. 


J. S., a single white woman aged 28, acquired white patches on the tongue and 
oral mucous membranes and fissures of the oral commissures in 1926, at the age 
of 6 years, and these have persisted to date. In 1936 she began to have friable, 
crumbling finger nails, with frequent spontaneous avulsion of the affected nail. In 
1943 an irritative inflammatory eruption of the mucous membrane of the vulva 
occurred, characterized by development of maceration and white lesions resembling 
salt crystals over the affected mucous membrane. Pronounced edema of the labia 
and clitoris and a whitish vaginal discharge were present. 

Physical examination at the present time shows essentially normal conditions 
except with regard to the mouth and finger nails. The tongue and oral mucosae 
are covered with white patches of various sizes and shapes that can easily be 
scraped off. Some linear scarring can be seen in the mouth. Small fissures are 
present in the oral commissures. The left middle finger nail is dystrophic, thin and 
crumbling with edema at the base. Examination of the vulvar region revealed 
normal conditions at this time. 

Results of laboratory examinations, including complete blood studies, roent- 
genologic examination, urinalysis and glucose tolerance tests, were within normal 
limits. The basal metabolic rate was —8 per cent and —11 per cent. Direct 
examination of scrapings from the lips, tongue, oral mucosa and nails and genitalia, 
treated with potassium hydroxide, revealed the presence of Candida albicans. 
Cultures grown on corn meal agar of material taken from the lips, tongue, oral 
mucosa, nails and genitalia yielded C. albicans.’ Urine and stool cultures were 
negative for Candida. A skin test with oidiomycin, 1: 100 dilution, elicited a 
positive reaction (4 plus). Inoculation disclosed the organism to be highly patho- 
genic for rabbits. 

Therapy has consisted of giving the patient a diet low in carbohydrates, admin- 
istration of the vitamin B complex, methylrosaniline chloride given orally and 
locally, roentgen irradiation and application of fungicidal liquids and ointments 
to the nails. Desensitization with oidiomycin extract (Lederle) was carried out 
ior over a year without appreciable benefit. A variety of mouth washes have been 
used. A productive cough and chest pain developed after treatment with potassium 
iodide ; however, at present the patient is able to tolerate 7 minims (0.45 cc.) three 
times a day. 

DISCUSSION 


Dr. J. E. RauscHKoxs, Cleveland: This was a bizarre picture of oral, vaginal 
and nail involvement of a generalized moniliasis. The infection involving all 


three places simultaneously is not very common. The condition should improve 
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with the local application of methylrosaniline chloride to the oral and vaginal 
lesions. Treatment of the nails is difficult. Persistent application of 40 per cent 
salicylic acid plaster to the nails over a period of six to eight months along with 
nail scraping and trimming, in my experience, gives the best results. 


Dr. B. Levine, Cleveland: May I suggest the use of phenylmercuric borate 
in this case. I have found the phenylmercuric salts vastly superior to methyl- 
rosaniline chloride or any other fungicide in treatment of pathogenic yeast infections. 
In fact, they are specific. 

Dr. HENRY BrunstiNnG, Toledo, Ohio: I think that the duration of this 
patient’s infection is quite unusual, dating back some twenty-two years, since the 
age of 6, without development of systemic moniliasis. Inoculation of rabbits with 
cultured material has proved the organism to be highly pathogenic for them. 

I do not feel that the organism is very highly pathogenic for this patient, and 
it is probably more her lack of resistance than the virulence of the organism which 
accounts for the continuation of her disorder. 


Axillary Hidradenitis Suppurativa in a Girl of {6, Resistant to Roentgen Irradiation and 
Chemotherapy. Presented by Dr. Henry A. BrunstinG, Toledo, Ohio. 

Hidradenitis Suppurativa Cured by Surgical Excision. Presented by Dk HENRY A. BRUNSTING, 
Toledo, Ohio. 

Parapsoriasis en Plaques (Brocq). Presented by Dr. Howarp J. PARKHURST and Dr. HENRY 
BrunstinG, Toledo, Ohio. 

Adiposis Dolorosa (Dercum’s Disease). Pregented by Dr. Howarp J, PArKuurst, Toledo, Ohio. 

Hereditary Onychatrophy of All Fingers and Toes. Presented by Dr. ArtHuR P. R. JAMEs, 
Toledo, Ohio. 

Verrucous Nevus (Unius Lateris). Presented by Dr. HENRY A. BruNsSTING, Toledo, Ohio. 

Lymphoblastoma Mycosis Fungoides. Presented by Dr. ArtuuR P. R. JaMEs, Toledo, Ohio. 

Necrobiosis Lipoidica Diabeticorum. Presented by Dr. HENRY A. BRUNSTING, Toledo, Ohio. 

Lichen Sclerosus et Atrophicus. Presented by Dr. Howarp J. ParKkuurst, Toledo, Ohio. 

Pityriasis Lichenoides et Varioliformis Acuta (Habermann). Presented by Dr. Howarp J. 
PARKHURST, Toledo, Ohio. 

Urticaria Pigmentosa. Presented by Dr. Howarp J, ParKuurst, Toledo, Ohio. 

Papulonecrotic Tuberculids. Presented by Dr. ArTHUR P. R. JAmeEs, Toledo, Ohio. 

Lupus Erythematosus Disseminatus. Presented by Dr. HENRY A. BRuNstTING, Toledo, Ohio. 

A Case for Diagnosis (Ulcerative Lesions in Diabetes). Presented by Dr. HENRY A. BRuNs- 
TING, Toledo, Ohio. 

Epidermolysis Bullosa. Presented by Dr. HENRY A, BRuNSTING, Toledo, Ohio. 

Familial Benign Chronic Pemphigus (Hailey and Hailey). Presented by Dr. Howarp J. 
PaRKHUuRST, Toledo, Ohio. 

Ulerythema Ophryogenes. Presented by Dr. HERMANN PiNKus, Monroe, Mich. 





News and Comment 


GENERAL NEWS 


Revised Edition of “Reviews of Medical Motion Pictures” Now Avail- 
able-—The Committee on Medical Motion Pictures of the American Medical 
Association has completed the second revised edition of the booklet entitled 
“Reviews of Medical Motion Pictures.’ This booklet now contains 225 reviews 
of medical and health films reviewed in The Journal of the American Medical 
Association to Jan. 1, 1950. Each film has been indexed according to subject 
matter. The purpose of these reviews is to provide a brief description and an 
evaluation of motion pictures which are available to the medical profession. Each 
film is reviewed by competent authorities, and every effort has been made to 
publish frank, unbiased comments. Copies are available at a cost of 25 cents each 
from Order Department, American Medical Association, 535 North Dearborn 
Street, Chicago 10. 


Tenth International Congress of Dermatology.—The Tenth International 
Congress of Dermatology will be held in London during the summer of 1952, under 
the presidency of Sir Archibald Gray. 

A preliminary program will be prepared during the current year. 

As a result of the disruption produced by the war, addresses of the secretaries 
of certain dermatological societies are not available, so that all those interested 
are asked to communicate with Dr. Gordon B. Mitchell-Heggs, general secretary, 
at the Institute of Dermatology, St. John’s Hospital for Diseases of the Skin, 
Lisle Street, Leicester Square, London, W.C.2. 


American Academy of Dermatology and Syphilology.—The annual 
meeting of the American Academy of Dermatology and Syphilology will be held 
at the Palmer House, Chicago, from December 2 to 7, inclusive. Applications for 
space in the Scientific Exhibits should be sent to Dr. Samuel M. Bluefarb, 30 North 
Michigan Avenue, Chicago 2. 


Society for Investigative Dermatology to Meet.—The Society for Investi- 
gative Dermatology will hold its eleventh annual meeting at the Clift Hotel, San 
Francisco, on Sunday and Monday, June 25 and 26, 1950. 





Book Reviews 


Précis de dermatologie. By J. Darier, A. Civatte and A. Tzanck. Fifth 
edition by A. Civatte. Cloth. Price 1,700 francs. Pp. 1,152, with 269 illus- 
trations. Masson & Cie, 120 Boulevard Saint-Germain, Paris 6°, 1947. 


In the preface to the fifth edition of Darier’s text A. Civatte stated that the 
preparation of the edition greatly concerned J. Darier during his last months. 
Civatte with Tzanck intentionally followed the plan used by Darier in earlier 
editions. The clinical descriptions were scarcely altered although histologic details 
were added. Civatte stated that he also added discussions concerning newer 
developments in the study of etiology, pathogenesis and pathologic physiology. There 
is an introduction of 15 pages in which the general plan of the book is discussed. 
The work is divided into two parts, the first devoted to the morphologic study of 
dermatoses and the second to nosologic discussion. Six hundred and twenty pages 
are devoted to morphology and 420 to nosology. The remaining 37 pages of the 
book are devoted to a discussion of topical therapy. 

In the first section of the text the clinical descriptions of the dermatoses are 
given in detail and the manner of presentation is clear and concise. Since Civatte 
adhered to Darier’s desire to limit the book to the scope of a manual, many 
dermatoses recently described are not included in this edition. 

In the second part of the book the morphologic descriptions are much less 
detailed and sometimes completely omitted. In this portion emphasis is placed 
on the pathogenesis, the pathologic physiology and the etiology much more than 
on the clinical features. 

The clinical pictures are for the most part fair to good, although some are 
poor. Illustrations dealing with histology are entirely diagrammatic. There are 
no actual photomicrographs. No references to the literature are given. The text 
is printed on a good grade of paper, and the binding is satisfactory. 











